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Brief Summary of Prescribing Information. 


Indications and Usage: Management of anxiety disorders or short-term relief ¢ 
symptoms of anxiety or anxiety associated with depressive symptoms. Anxiety O: 
tension associated with stress of everyday life usually does not require treatment 
with an anxiolytic 

Effectiveness in long-term use, i.e., more than 4 months, has not been assessed 
by systematic clinical studies. Reassess periodically usefulness of the drug for the 
individual patient 


Contraindications: Known sensitivity to benzodiazepines or acute narrow-angle 
glaucoma l 


Warnings: Not recommended in primary depressive disorders or psychoses 
As with all CNS-acting drugs, warn patients not to operate machinery or motor 
vehicles, and of diminished tolerance for alcohol and other CNS depressants 
Physical and Psychological Dependence: Withdrawal symptoms like those 
noted with barbiturates and alcohol have occurred following abrupt discontinu- 
ance of benzodiazepines (including convulsions, tremor, abdominal and muscle 
cramps, vomiting and sweating). Addiction-prone individuals, e.g. drug addicts 
and alcoholics, should be under careful surveillance when on benzodiazepines 
because of their predisposition to habituation and dependence. Withdrawal 
symptoms have also been reported following abrupt discontinuance of benzo- 
diazepines taken continuously at therapeutic levels for several months 


Precautions: In depression accompanying anxiety, consider possibility for 
suicide 

For elderly or debilitated patients, initial daily dosage should not exceed 2mg to 
avoid oversedation. Terminate dosage gradually since abrupt withdrawal of any 
antianxiety agent may result in symptoms like those being treated: aoxiety, agita- 
tion, irritability, tension, insomnia and occasional convulsions. Observe usual 
precautions with impaired renal or hepatic function. Where gastrointestinal or car- 
diovascular disorders coexist with anxiety, note that lorazepam has not been 
shown of significant benefit in treating gastrointestinal or cardiovascular compo- 
nent. Esophageal dilation occurred in rats treated with lorazepam for more than 
1 year at 6mg/kg/day. No effect dose was 1.25mg/kg/day (about 6 times maxi- 
mum human therapeutic dose of 10mg/day). Effect was reversible only when treat- 
ment was withdrawn within 2 months of first observation. Clinical significance is 
unknown: but use of lorazepam for prolonged periods and in geriatrics requires 
caution and frequent monitoring for symptoms of upper G.I. disease. Safety and 
effectiveness in children under 12 years have not been established 


ESSENTIAL LABORATORY TESTS: Some patients have developed leukopenia 
some have had elevations of LDH. As with other benzodiazepines, periodic blood 
counts and liver function tests are recommended during long-term therapy 


CLINICALLY SIGNIFICANT DRUG INTERACTIONS: Benzodiazepines produce 
CNS depressant effects when administered with such medications as barbiturates 
or alcohol 

CARCINOGENESIS AND MUTAGENESIS: No evidence of carcinogenic potential 
emerged in rats during an 18-month study. No studies regarding mutagenesis 
have been performed 


PREGNANCY: Reproductive studies were performed in mice, rats, and 2 strains of 
rabbits. Occasional anomalies (reduction of tarsals, tibia, metatarsals, malrotated 
limbs, gastroschisis, malformed skull and microphthalmia) were seen in drug- 
treated rabbits without relationship to dosage. Although all these anomalies were / 
not present in the concurrent control group, they have been reported to occur 
randomly in historical controls. At 40mg/kg and higher, there was evidence of fetal 
resorption and increased fetal loss in rabbits which was not seen at lower doses 
Clinical significance of these findings is not known. However, increased risk of 
congenital malformations associated with use of minor tranquilizers (chlordiaze- 
poxide, diazepam and meprobamate) during first trimester of pregnancy has 
been suggested in several studies. Because use of these drugs is rarely a matter 
of urgency, use of lorazepam during this period should almost always be avoided 
Possibility that a woman of child-bearing potential may be pregnant at institution of 
therapy should be considered. Advise patients if they become pregnant to com- 
municate with their J rece about desirability of discontinuing the drug. In 
humans, blood levels from umbilical cord blood indicate placental transfer of 
lorazepam and its glucuronide 


NURSING MOTHERS: It is not known if oral lorazepam is excreted inhumanmilk 4. 


like other benzodiazepines. As a general rule, nursing should not be undertaken 
while on a drug since many drugs are excreted in milk. 


Adverse Reactions, if they occur, are usually observed at beginning of therapy 
and generally disappear on continued medication or on decreasing dose. In a 
sample of about 3,500 anxious patients, most frequent adverse reaction is seda- 
tion (15.9%), followed by dizziness (6.9%), weakness (4.2%) and unsteadiness 
(3.4%). Less frequent are disorientation, depression, nausea, Change in appetite, 
headache, sleep disturbance, agitation, dermatological symptoms, eye function 
disturbance, various gastrointestinal symptoms and autonomic manifestations 
Incidence of sedation and unsteadiness increased with age. Small decreases in 
blood pressure have been noted but are not Clinically significant, probably being 
related to relief of anxiety 

Transient amnesia or memory impairment has been reported in association wit" 
the use of benzodiazepines 


Overdosage: In management of overdosage with any drug, bear in mind multiple 
agents may have been taken. Manifestations of overdosage include somnolence, 
confusion and coma. Induce vomiting and/or undertake gastric lavage followed by 
general supportive care, monitoring vital signs and close observation. Hypoten- J 
sion, though unlikely, usually may be controlled with Levarterenol Bitartrate 
Injection U.S.P. Usefulness of dialysis has not been determined 


DOSAGE: Individualize for maximum beneficial effects. Increase 
dose gradually when needed, giving higher evening dose 
before increasing daytime doses. Anxiety, usually 2-3mg/ 
day given b.i.d. or t.i.d.; dosage may vary from 1 to 10mg/ 
day in divided doses. For elderly or debilitated, initiall 
1-2mg/day; insomnia due to anxiety or transient situational 
stress, 2-4mg h.s. 


JJ © HOW SUPPLIED: 0.5, 1.0 and 2.0mg tablets. 


The appearances of Ativan tablets are 
registered trademarks of Wyeth-Ayerst Laboratories 
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BRIEF SUMMARY OF PRESCRIBING INFORMATION 
Navane® (thiothixene) Capsules: 1 mg, 2 mg, 5 mg, 10 mg, 20 mg 

thiothixene hydrochloride) Concentrate: 5 mg/ml, intramuscular: 2 mg/mi, 5 mg/ml 

indications: Navane is effective in the management of manifestations of psychotic disorders. Navane has 
not been evaluated in the management of behavioral complications in patients with mentai retardation. 
Contraindications: Contraindicated in patients with circulatory collapse, comatose states, central nervous 
system depression due to any cause, and blood d scrasias. Contraindicated in individuals who have shown 
hypersensitivity to the drug. It is not known whether there is a cross-sensitivity between the thioxanthenes 
and the phenothiazine derivatives, but the possibility should be considered. 
Warnings: Tardive Dyskinesia— Tardive dyskinesia, a syndrome consisting of potentially irreversible, in- 
voluntary, dyskinetic movements may develop in patients treated with neuroleptic (antipsychotic) drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, 
itis impossible to rely upon prevalence estimates to predict, af the inception of neuroleptic treatment, which 
patients are likely to develop the syndrome. Whether neuroleptic drug products differ in their potential to 
cause tardive dyskinesia is unknown. 

Both the risk of developing the syndrome and the likelihood that it will become irreversible are believed 
to increase as the duration of treatment and the total cumulative dose of neu roleptic drugs administered to 
the paa increase. However, the syndrome can develop. although much less commonly, after relatively 
brief treatment periods at low doses. 

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may 
remit, partially or completely, if neuroleptic treatment is withdrawn, Neuroleptic treatment, itself, however, 
may suppress (or partially suppress) the signs and symptoms of the syndrome and thereay may possibly 
mask the underlying disease process. The effect that symptomatic suppression has upon the iong-term 
course of the syndrome is unknown. 

Given these considerations, neuroleptics shouid be prescribed in a manner that is most likely to minimize 
the occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for pa- 
tents who suffer from a chronic illness that, 1} is known to respond to neuroleptic drugs, and, 2} for whom 
alternative, equally effective, but potentially less harmful treatments are not available or appropriate. In pa- 
tients who do require chronic treatment, the smallest dose and the shortest duration of treatment producing 
a oer clinical response should be sought. The need for continued treatment should be reassessed 
periodically. 

if ge and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug discontinuation 
sil be considered. However, some patients nay require treatment despite the oresence of the 
syndrome. 

(For further information about the description of tardive dyskinesia and its clinical detection, please refer 
to information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A potentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Cilin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of auto- 
nomic instability {irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythimas). 

The diagnostic evaluation of patients with this syndrome is complicated. in arriving at a diagnosis, it is 
important to identify cases where the clinical presentation includes both serious medical iliness (¢.9., pneu- 
monia, systemic infection, etc.) and untreated or inadeq uately treated extrapyramidal sigrs and symptoms 
(EPS). Other important considerations in the differential diagnosis include central antichalinergic toxicity, 
heat stroke, drug fever and primary central nervous system CNS) pathology. 

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and medical monnorog and 
3) treatment of any concomitant serious medical problems for which specific treatments are available. There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

if a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported. 

Usage in Pregnancy—Sate use of Navane during pregnancy has not been established. Theretore, this 
drug should be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical 
experience to date have not demonstrated any terato enic effects. 

in the animal reproduction studies with Navane, there was some decrease in conception rate and litter 
size, and an increase in resorption rate in rats and rabbits, changes which have been similarly reported with 
other psychotropic agents. After repeated oral administration of Navane to rats (5 to 15 mg/kg/day}, rabbits 
{3 to 50 mg/kg/day}, and monkeys (1 to 3 mg/kg/day) before and during gestation, no teratogenic effects 
were seen. (See Precautions.) 

Usage in Children-—The use of Navane in children under 12 years of age is not recommended because 
safety and efficacy in the pediatric age group have rot been established. 

As is true with many CNS drugs, Navane may impair the mental and/or physical abilities required for the 
performance of potentially hazardous tasks such as driving a car or operating machinery, especially during 
the first few days of edt Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting drugs. patients deen Navane should be cautioned about the pos- 
sible additive effects (which may include hypotension) with CNS depressants and with alcohol. 
Precautions: An antiemetic effect was observed ir animal studies with Navane, since this effect may also 
occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

in consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a state of alcoho! withdrawal since it may lower the convulsive threshold. Although Navane otentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is administered concurrently. 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS depressants other than anticonvulsant drugs. 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who are known or suspected to have glaucoma, or who might be exposed to extreme heat, or who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. 

Aiso. careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a smali number of patients treated with Navane for prolonged 
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periods). Blood dyscrasias {agranulocytosis, pancytopenia, thrombocytopenic purpura}, and liver damage 
(jaundice, biliary stasis) have been reported with related drugs. 

Undue exposure te sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular should be 
injected well within the body of a relatively large muscie. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-latera! thigh. 

The deltoid area should be used only if well developed, such as in certain adults and older children, and 
then only with caution to avoid radial nerve injury. intramuscular injections should not be made into the 
lower and mid-thirds of the upper arm. As with all intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of newroleptic drugs. Neither clinical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

information for Patients-— Given the likelihood that some patients exposed chronically to neu roleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given. if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note: Not ali of the following adverse reactions have been reported with Navane 
(thiothixene). However, since Navane has certain chemical and pharmacologic similanties to the phenothi- 
azines, all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. in the event hypoten- 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 

thiothixene). These changes are usually reversible and frequently disappear on continued Navane therapy. 
he incidence of these changes is iower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of poma n 
but less than that of certain aliphatic phenothiazines. Restiessness, agitation and insomnia have been noted 
i dl Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

Hyperreflexia has been reported in infants delivered from mothers having received structurally related 
drugs. 

in addition, phenothiazine defivatives have been associated with cerebra! edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. 
Management of these extrapyramidal symptoms depends upon the type and severity. Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed by reducing the dosage of Navane and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive andi may appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (e.g., protrusion of 
tongue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, pavers shouid be monitored on an ongoing ba- 
sis. it has been reported that fine vermicular movement of the tongue may be an eariy sign of the syndrome. 
if this or any other presentation of the syndrome is observed, the clinician should consider possible discor - 
tinuation of neuroleptic medication. (See Warnings section.) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase, usually transient, hay > 
been infrequently observed in some patients. No clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other psychotropic drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, ioe ace Mi and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sun ight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a smali 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, hypogean, hyperglycemia, and glycosuria. 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions. Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
weight, weakness or fatigue, polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic lupus erythematosus-like syndrome. 

Neuroleptic Malignant Syndrome (NMS): Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. in some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. in others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. 

Dosage: Dosage cf Navane should be individually adjusted depending on the chronicity and severity of the 
condition. See full prescribing information. 

alee agt: For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information. 
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Predictable 
Rapid acting 
Smooth tapering effect 
Versatile 
Proven safety 
Unsurpassed efficacy 
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Specify “Dispense as written’ 


As with any anxiolytic, patients should be cautioned against driving, operating 
machinery and the simultaneous ingestion of alcohol or other CNS depressant drugs. 


> Roche Products Copyright © 1989 by Roche Products Inc All rights reserved 
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VALIUM® (diazepam/Roche) @ 


Before prescribing, please consult complete product Information, a summary of 
which follows: 


INDICATIONS: Management of anxiety disorders, of short-term relief of symptoms of 


- anxiety Anxiety or tension associated with the stress of everyday life usually does not 


require treatment with an anxiolytic. Symptomatic relief of acute agitation, tremor deilr- 
lum tremens and hallucinosis due to acute alcoho! withdrawal; adjunctively In skeleta! 
muscle spasm due to reflex spasm to local pathology; spasticity caused by upper 
motor neuron disorders; athetosis; stiff-man syndrome; convulsive disorders (not as 
sole therapy). 
The effectiveness of Valium in long-term use, that is; more than 4 months, has not been 
assessed by systematic clinical studies. The physician 
should perlodically reassess the usefulness of the drug for 
the individual patient. 
CONTRAINDICATED: Known hypersensitivity to the drug. 
Children under 6 months of age. Acute narrow angle glaucoma; 
may be used in patients with open angle giaucoma who are 
recelving appropriate ee 
WARNINGS: Not of value in psychotic patients. Caution against 
hazardous occupations requiring complete mental alertness, When 
used adjunctively In convulsive disorders, possibility of Increase in fre- 
quency and/or severity of grand mal seizures may require increased dos- 
age of standard anticonvulsant medication; abrupt withdrawal may be 
associated with temporary Increase in frequency and/or severity of selzures. 
Advise against simultaneous ingestion of alcohol and other CNS 
Usage in Pregnancy: Use of minor tranqullizers during first trimester 
should almost always be avoided because of increased risk of congeni- 
tal malformations as suggested In several studies. Consider possibility of 
pregnancy when instituting therapy; advise patients to discuss therapy if 
they Intend to or do become pregnant. 
Withdrawal symptoms of the barbHurate type have occurred after discontinuation of 
banzodlazepines (see Drug Abuse and Dependence). 
PRECAUTIONS: if combined with other psychotropics or anticonvulsants, consider 
carefully pharmacology of agents employed; drugs such as phenothlazines, nar- 
cotics, barbiturates, MAO Inhibitors and other antidepressants may potentiate its 
action. Usual precautions indicated in patients severely depressed, or with latent 
depression, of with suicidal tendencies. Observe usual precautions in Impaired renal 
or hepatic function. Limit dosage to smallest effective amount in ekderty and debilitated 
to preclude ataxia or oversedation. 
The clearance of Valium and certain other benzodiazepines can be delayed in associa- 
tion with Tagamet (cimetidine) administration. The clinical significance of this is 
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VALIUM” (dlazepam/Roche) 


uncieat Inform patients to consult physician before Increasing ea or abruptly dis- ` 

continulng diazepam. ; 
SIDE EFFECTS: Drowsiness, confusion, diplopia, hypotension, changes In libido, nau- 
sea, fatigue, depression, dysarthria, jaundice, skin rash; ataxia, constipation, hedd- 
ache, incontinence, changes In sallvation, slurred speech, tremor, vertigo, urinary 


- retention, blurred vision. Paradoxical! reactions such as acule hyperexcited states, 


anxiety, hallucinations, increased muscle spasticity insomnia, rage, sleep distur- 
bonces, stimulation have been reported; should these occur discontinue drug. i$o- 
lated reports of neutropenia, jaundice; periodic blood counts and liver function tests 
advisable during long-term therapy 
Drug Abuse and Withdrawal symptoms similar to those noted with bar- 
biturates and alcoho! hove occurred following abrupt discontinuation of diazepam; 
more severe seen after excassive doses over extended 
periods; milder after faking continuously at therapeutic 
lsvels for several months. After extended therapy, avoid 
abrupt discontinuation and faper dosage. Carefully super- 
vise addiction-prone Individuals because of predisposition 
to habituation and dependence. 
DOSABE: Individualize for maximum baneficial effect. Adults: 
Anxiety disorders, sympfoms of anxiety 2 to 10 mg D.i.d. fo 
q.i.d.; alcoholism, 10 mg f.l.d. or q.i.d. in first 24 hours, then 
5 mg t.i.d. or q.i.d. as needed; adjunctively in skeletal muscie 
spasm, 2 to 10 mg t.i.d. or q.i.d.; adjuncttvely In convulsive dis- 
orders, 2 to 10 mg b.i.d. to q.1.d. Geriatric or debilitated patients: 2 to 
22 mg, 1 or 2 times dally Initially increasing as needed and tolerated. 
(See Precautions.) Children: 1 to 214 mgt.i.d. orq.id. Initially increasing 
as needed and tolerated (not for use under 6 months). 
HOW SUPPLIED: For oral administration, round, scored tabiets with a cut out 
“V” dasign—-2 mg, white; 5 mg, yellow; 10 mg, blue—botties of 100 and 500. 
Tel-E-Dase® packages of 100, available in boxes of 4 reverse-numbered cards of 
25, and In boxes containing 10 strips of 10. 
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The 1989 Award Recipient 


The Institute of Living is pleased to announce that 
Wiliam T. Carpenter, Jr., M.D., professor and vice 
chairman at The University of Maryland School of 
Medicine, will receive the C. Charles Burlingame Award 
for Psychiatric Research and Education at The Institute 
of Living in Hartford, Connecticut. This award honors 
the memory of Dr. Burlingame, psychiatrist-in-chief of 
The Institute of Living from 1931 to 1960. 

Dr. Carpenter presently serves as vice chairman 
for research in the department of psychiatry at the 
University of Maryland and is director of the Maryland 
Psychiatric Research Center, where his primary 


research focus is on the diagnosis and treatment of 
schizophrenia. He has been a professor at the 
University of Maryland for twelve years. 

Dr. Carpenter is known worldwide for his path- 
breaking research in schizophrenia. He has just begun 
a new five-year study of the treatment of patients 
with schizophrenia. Under his direction, one of the 


400 Washington Street 
Hartford, CT 06106 


nation’s largest clinical research fellowship programs 
devoted to schizophrenia outside of the NIMH 
Intramural Program has been developed. 

With this award, The Institute of Living commends 
William T. Carpenter, Jr., M.D., for his outstanding 
contributions to our understanding of schizophrenia 
and psychoses, and for his dedication and leadership in 
psychiatric education. 
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Sandoz Pharmaceuticals 
Presents: 


PHARMACOLOGIC THERAPY 
AND THE LONG-TERM COURSE 
OF SCHIZOPHRENIA 


Sunday, May 7, 1989 
San Francisco Hilton •* Continental Ballroom 
San Francisco, California 
7:30 — 10:30 PM 
A dinner buffet will be served at 9:45 PM following the symposium 








Areas of discussion will include: 
Overview of schizophrenia 
Treatment options 
Social functions of the treatment-resistant schizophrenic 
Management of pharmacologic side effects 
Psychological rehabilitation 


Chairperson 

Herbert Y. Meltzer, MD 

Douglas Danford Bond Professor of Psychiatry 
Case Western Reserve University 

School of Medicine, Cleveland, Ohio 


Speakers: 
William T. Carpenter, Jr., MD Dieter Naber, MD John M. Kane, MD Robert P. Liberman, MD 
Director, Maryland Associate Professor of Chairman, Department of Professor of Psychiatry in 
Psychiatric Research Center Psychiatry Psychiatry Residence 
and Professor of Psychiatry | Department of Psychiatry Long Island Jewish UCLA School of Medicine 
University of Maryland University of Munich Medical Center Director of Clinical Research 
School of Medicine Munich, West Germany Professor of Psychiatry Unit, Camarillo/UCLA 
Baltimore, Maryland School of Medicine, State Chief, Rehabilitation Medical 
University of New York Services 
Supported by a grant-in-aid from Stony Brook, New York Brentwood VA Medical Center 


E Brentwood, California 


A SANDOZPHARMACEUTICALS 
orpo! 


ration, E. Hanover, NJ 07936 (201) 503-7500 


ACCREDITATION: As an organization accredited by the ACCME to sponsor continuing medical education, the American Psychiatric Association 


certifies that this continuing medical education activity meets the criteria for 3 credit hours in Category | for the CME requirement of the Physician's 
Recognition Award of the American Medical Association and for CME requirement of the APA. © 1989 Sandoz Pharmaceuticals Corporation 





Plenum Books 


NEW 
REFERENCES 


CRITICAL ISSUES IN AMERICAN 
PSYCHIATRY AND THE LAW 
Volume 6 
CORRECTIONAL PSYCHIATRY 
edited by Richard Rosner and Ronnie B. Harmon 


Contributors to Volume 6 of this series address the ma- 
jor clinical, administrative, and legal issues surround- 
ing forensic mental health services to jails and prisons. 
Topics covered include suicide, AIDS, program evalua- 
tion, privatization, treatment of personality disorders, 
and ethical considerations. 


0-306-43070-3/320 pp./ill./1989/849.50 


Volume 5 
CRIMINAL COURT CONSULTATION 
edited by Richard Rosner and Ronnie B. Harmon 


For the benefit of the psychiatric consultant and lawyer, 
this comprehensive volume reviews clinical, ad- 
ministrative, and legal issues relevant to all major 
phases of intake, evaluation, and disposition of defen- 
dants who receive mental health services in the 
criminal justice system. Special attention is directed to 


rapport with judges, the competence of defendants to be ae ae a Sn hee interstate toll-free 800-642-6761 
tried, reduced criminal responsibility, police and proba- ~ illinois 312-234- 6761. 


tion issues, and expert testimony. 
0-306-43061-4/344 pp./ill./1989/$49.50 Canada toll-free 800-343-3153 





A CLINICAL GUIDE FOR THE 
TREATMENT OF SCHIZOPHRENIA 


edited by Alan S. Bellack THE ELECTRONIC CHART 


This handbook provides an overview of current ap- 
proaches to the treatment of schizophrenia, including Specifically Designed for the Psychiatric Office. 


pharmacological, psychosocial, and community ap- 
proaches. The treatment strategies described are all 
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inode opie ea ae QUICK Records patient data 
determine treatment needs. § A pid ly. 
0-306-43064-9/344 pp./ill./1989/$39.50 
pe re price 2i orders of six or more copies: SI M pP LE SI mple but el ega nt 
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PSYCHIATRIC CONSEQUENCES OF 
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A Focus on Management | 
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aoei Sadee? operating environments/ 
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stratesien ana ferina of management Eila bia ta Neale PORTABLE Can carry in 
care professionals. 
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Chairman: New Advances in Cocaine Schizophrenia: More Than 
Herbert Pardes, MD Abuse Treatment Medical Models 
New York Psychiatric Institute Herbert D. Kleber, MD Daniel R. Weinberger, MD 
Columbia University Yale University School of Medicine NIMH Neuroscience Center 
College of Physicians and Surgeons New Haven, Connecticut Washington, DC 
New York, New York New Horizons for Depression New Horizons for Genetics and 
Psychiatric Aspects of AIDS Associated with Medical Illness Mental lIliness 
Frederick K. Goodwin, MD Charles Nemeroff, MD Nancy Wexler, PhD 
Alcohol, Drug Abuse and Mental Duke University Medical Center Columbia University 

Health Administration Durham, North Carolina College of Physicians and Surgeons 


Rockville, Maryland New York, New York 





TUESDAY, MAY 9, 7:00 PM—10:00 PM 
CONTINENTAL BALLROOMS 4, 5, 6 
SAN FRANCISCO HILTON 





A buffet will be served at 5:30 p.m. before the symposium. After the program, there will be Supported by an educational grant fram: 


an opportunity to enjoy coffee and dessert with the speakers. 
ROeCRIG Gz 


l ; : A division of Pfizer Pharm | 
As an organization accredited by the ACCME to sponsor continuing medical education, the American Psychiatric New York hi co 1001 ais 


Association certifies that this continuing medical education activity meets the criteria for 3 credit hours in Category | 
for the CME requirement of the Physician's Recognition Award of the American Medical Association and for the at the forefront of psychopharmacology 


CME requirement of the APA 
© 1989, Pfizer Inc. 


Al4 


Va 


The American Psychiatric Association 
1400 K Street, N.W., Washington, D.C. 20005 





OFFICERS 1988--1989 BOARD OF TRUSTEES 
President: Paul J. Fink Robert J. Campbell II 
President-Elect: Herbert Pardes Frederick Gottlieb 
Vice-President: Allan Beigel Shelly F, Greenfield pepe eee 
Vice-President: Lawrence Hartmann Merlin Johnson trectors: 
Secretary: Elissa P. Benedek Linda Logsdon 
Treasurer: Alan Levenson Rodrigo A. Munoz 
Carol ro Nadelson 
Pete C. Palasota 
ASSEMBLY Robert O. Pasnau 
Speaker: John S. McIntyre cba sade 


Glades Flet. Gerald Flamm 
Recorder: Edward Hanin 


Douglas A. Sargent 
Chester W. Schmidt, Jr. 


William L. Webb, Jr. 


MEDICAL DIRECTOR’S OFFICE 
Medical Director: Melvin Sabshin 


ohn M. Hamilton 


arold A. Pincus 


Carolyn B. Robinowitz 
Jeanne Spurlock 


CHAIRPERSONS OF COUNCILS, COMMISSIONS, COMMITTEES, AND TASK FORCES 


CONSTITUTIONAL COMMITTEES 


Budget Steven S. Sharfstein 
Constitution and By-Laws Ralph A. O’Connell 
Elections Bernice B. Elkin 
Ethics Robert J. McDevitt 
Tellers Edward Piel Jr. 
Membership Michael J. 
Nominating sa Pollock 
Reference erbert Pardes 
Resource Development Howard F, Wallach 
COUNCIL ON AGING Gene David Cohen 
Nursing Homes and Elderly Mentally Ill Benjamin Liptzin 
Education and ae in 

Geriatric se eee Charles A. Shamoian 
Geriatric Psychiatry in the Public 

Mental Health Sector teven Fogel 
Ethnic Minority Elderly Keinet Monk Sakauye 
White House Conference on Sanford Irwin Finkel 


Reimbursement for Elderly ately Ill Howard Hirsch Goldman 
COUNCIL ON CHILDREN, ADOLESCENTS, 


THEIR FAMILIES Larry B. Silver 
Chronically Ill and Emotionally 
Handicapped Children Cynthia R. Pfeffer 
Confrontational Therapies deur van Blotcky 
poche Justice Issues uzogany 
mia eee ei Health in Schools caine w Berkovitz 
Family iolence Abuse Sandra J. Kaplan 
anioia Aspects Pr New Reproductive 
echnolo Miriam B. Rosenthal 
COUNCIL ON ae AFFAIRS Donald J. Scher! 
Financing and Ma Robert O, Friedel 
JCAH erde fer Hespital-Based, 


Hospital-Related Services Boris M. Astrachan 


Interprofessional Affairs Mildred Mitchell-Bateman 
eee: eel leema Disability Insurance Arthur r Me op 
rospective Payment Issues o 
Future Trends in Private Insurance Robes W. Gi 
Psychiatrist Payment Boris M. Asahi 
Quality Assurance George Wilson 
COUNCIL ON INTERNAL 
ORGANIZATION Ronald A. Shellow 
Arrangements Kathleen Bell Unger 
Mel Blaustein 
Scientific Program Allan Tasman 
Film Bernard Martin Morenz 
Scientific and Educational Exhibits Jean Patricia Goodwin 
Video Donald Carl Fidler 
Information Systems Wandal W. Winn 


Foundations’ Fund Prize for Research in 
Psychiatry 

Grants and Awards 

Manfred S. Guttmacher Award 

Marie H. Eldredge Award 

Hospital and Community Psychiatry 
Achievement Awards 

Isaac Ray Award 

Ittleson Award 

Weinberg Memorial Award 

McGavin Award 

Vestermark Award 

Samuel G. Hibbs Award 


uarters 
Member Life, Accident, and Health 
Insurance 
Special Benefit Programs 
ersonnel 
Advertisers and Exhibitors 
Services 


PIA A dakon Hospital Research Awards 


COUNCIL ON INTERNATIONAL 
AFFAIRS 

Abuse and Misuse of Psychiatry and 
Psychiatrists 

Human Rights Council Liaison 


Paycbosoctl 4 Aspects of the Middle 


Bernice E. Coleman 


Doris Lee Dickens 
Richard T. Rada 
Dennis P. Cantwell 
Sanford I. Finkel 
Mina Karen Duican 
Bryce Templeton 
Steven M. Mirin 
Will D. Strathmann 
Raymond I. Band 
Harvey Bluestone 


Abram 


Joseph H.B. onnigford 


velyn P. A NE avis 


Harold M. Visotsky 
Michael R. Zales 


Jorge A. Costa e Silva 


Lawrence Hartmann 


t Process George Tarjan 
International Education Normund Wong 
Joint Meeting in Germany in 1990 Eric Plaut 
COUNCIL ON MEDICAL EDUCATION 

AND CAREER DEVELOPMENT Joel Yager 
Administrative ey re Ra 
Medical Student Education Leah Joan Dickstein 
Graduate Education Stefan P. Stein 
Continuing Education John W. Goethe 
Consultation-Liaison Psychiatry and 

Primary Care Education Troy L. Thompson II 
Impaired Physician Robert W. McDermott 
AEE ies Between APA and ABPN Richard 5 ae 

e oe upin 
independent Study Keith Hadley Johansen 
PKSAP-VI Gordon Darrow Strauss 
Residents Carl Emmons 


Post Residency Fellowship Programs 


APA/Burroughs Wellcome Fellowship Roger Peele 
APA/Mead [o Mead Johnson Fellowshi, James T. Barter 
AP Minority Fellowship 

Program Charles A. Pinderhughes 
Psychiatric Leadership in Public Mental 

Health Programs Robert L. Leon 
Education Activities for DSM-III-R Michael A. Fauman 
COUNCIL ON NATIONAL AFFAIRS Lind S. Sata 
Abuse and Misuse of Psychiatry in U.S. Roger Dale Walker 
Asian-American Psychiatrists [ie S. Kobayashi 
Black Psychiatrists est å. Kendrick 

ican Indian and Alaskan 

Native Psychiatrists Linda K. Cross 
Foreign Medical Graduates Walter Weintraub 
Religion and Psychiatry Marc Galanter 
Hispanic Psychiatrists Eduardo R. Val 
Women Nada Logan Stotland 
Gay, Lesbian, and Bisexual Issues James Paul Krajeski 
Occupational Psychiatry Duane Q. Hagen 
Psychological Aspects of Nuclear Arms 

Development facie E. Lipron 
Victimization in Symonds 
COUNCIL ON PSYCHIATRIC 

SERVICES Pte: James 
Alcoholism Richard J. Frances 
Clinician Safety William R. Dubin 
Drug Abuse Edward Kaufman 
Rehabilitation Arthur T. Meyerson 
State Mental Health Systems Ernest W. Klatte 
American be dag Association Mark A. Gould 
Functions of the Hospital and Community 

Psychiatry Service, Journal, and Institute H. Richard Lamb 
Institute on Hospital and Community 

Psychiatry Program Leonard L Stein 
Fey iatric Services for Mentally Retarded! 

evelo tally Disabled Adults Ludwik S. Szymanski 

Chronically Mentally Ill David L. Cutler 
Veterans Administration Affairs Frederick G. “opam 
Private Practice Boris G. Rifkin 
Jails and Prisons Henry C. Weinstein 
Psychiatric Services in the Military Leonora K. Petty 


Practice of Psychotherapy Marcia Kraft Goin 
Practice Issues in Organtzed/Managed Care Haroutun Babigian 
COUNCIL ON PSYCHIATRY AND LAW Howard V. Zonana 
Confidentiality Aron S. Wolf 
Treatment Records in Child Custody 

Disputes Carl P. Malmquist 
Psychiatric Diagnoses in the Courts Seymour L. Halleck 
COUNCIL ON RESEARCH ohn E. Adams 
Electroconvulsive Ther. Richard D. Weiner 

` Long-Term Effects of Lithium on Kidney George R. Heninger 

Treatments of Psychiatric Disorders T. Byram Karasu 
Tardive Dyskinesia John Michael Kane 
Psychosocial Treatment Research John P. Docherty 
Prevention Research Robert M. Rose 
Biographical Directory Robert Alan Dorwart 
Benzodiazepine Dependen Carl Salzman 
Psychiatric Diagnosts and Asien Layton McCurdy 
Research on Psychiatric Treatments ohn M. Kane 
DSM-IV en J. Frances 
COMMISSION ON JUDICIAL ACTION Paul Appelbaum 
CONSULTATION SERVICE BOARD Dave M. Davis 
ETHICS APPEALS BOARD Elissa P. Benedek 
JOINT COMMISSION ON PUBLIC 

AFFAIRS Harvey L. Ruben 
JOINT COMMISSION ON GOVERNMENT 

RELATIONS Jobn J. McGrath 
SPECIAL COMPONENTS 
Board Committee on Insurance Alan L Levenson 
Investment Advisory Committee Frederick Amling 


Robert O. Pasnau 


Long-Range Planning Committee 
William L. Webb, Jr. 


Executive Compensation Committee 
Work Group on Federal Government 


Organizational Structure Daniel X. Freedman 
Work Group on Codes and 

Reimbursement Chester W. Schmidt, Jr 
Commission on AIDS Stuart E. Nichols, Jr. 
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Sleep Disturbance as the Hallmark of Posttraumatic Stress Disorder 
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Psychiatry in Africa: An. Overview 
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The Cadwell Spectrum 32. 
More objectivity in 
psychiatric diagnoses. 


As new technologies pro- 
vide more insight into brain 
function, psychiatry is inte- 
grating more objective data 
into diagnosis. The Cadwell 
Spectrum 32 Neurometric 
Analyzer provides the most 
comprehensive evaluation 
of brain electrical activity 
available. And gives you 
the diagnostic edge in 
corroborating a number of 
psychiatric disorders. 


Neurometrics provides 
accurate differentiation. 


The Spectrum 32 samples brain activ- 


ity from multiple scalp locations 
simultaneously. Then through a proc- 
ess called “neurometrics,” it extracts 
objective features and statistically 
evaluates these measurements relative 
to a normative database to detect 
abnormalities. 


Copyright 1989 Cadwell Laboratories. 
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The Neurometric Analyzer 
goes beyond merely 
identifying a problem. It 
compares the patient’s 
EEG profile to those of 
a variety of disorders, 
extracted from the 
Neurometric Psychi- 
atric Database of more 
than 5000 evaluations. 
Then it calculates the 
probability that the 
patient’s profile cor- 
responds to profiles 
characteristic of: 
Learning Disabilities, 
Alcoholism, Dementia 
(Vascular vs. Non Vascular), 
Multiple Infarct Dementia, and 


Major Depression (Unipolar vs. Bipolar). 


An objective adjunct to 

clinical diagnosis. 

The Spectrum 32 provides invaluable, 
accurate insights into brain dysfunc- 
tions. Although it does not replace 
clinical diagnosis, it does give you 
objective data presented in numerical 







tables, waveforms and topographic 
maps to support your clinical con- 
clusions. And to help you evaluate 
response to treatment more precisely. 
With the Spectrum 32 you not only 
can evaluate your own patients with 
new objectivity, you can also provide 
a referring lab service for your col- 
leagues. Quantitative EEG measure- 
ments can be taken quickly by an 
EKG technologist, so you can add this 
service without taking too much time 
away from your current patients. 


More than “how-to” training. 

In addition to courses on neurometrics 
and brainmapping, Cadwell offers 
marketing expertise and reimburse- 
ment information. Everything 

you need to help you make the 
system economically — as well as 
clinically — viable. 


Find out how the Spectrum 32 
can give you the diagnostic 
edge. And how it can brighten 
your practice's financial 
picture. Call 1-800-678-6655 
or 509-735-6481. 


Your Clinical Link To Advanced Technology. 
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July 1—4, annual ae 3 National Alliance for the Men- 
tally Ill, “A Bridge to the Future,” Cincinnati. Contact 
NAMI, 2101 Wilson Boulevard, Suite 302, Arlington, VA 
22201; 703-524-7600. 


July 4—6, annual meeting, Royal College of Psychiatrists, Lon- 
don. Contact Royal Collegelof Psychiatrists, 17 Belgrave Square, 
London, SW1X 8PG, United Kingdom; 44-1-235-2351. 


for the Study of Behavioral Development, Jyvaskyla. Contact 
Department of Psycholo 
100 Jyvaskyla, Finland. 


July 9-13, 10th Biennial a Deri of the International Society 


, University of Jyvaskyla, SF-4- 


July 16—21, 2nd International Conference on Health Law 
and Ethics, American Society of Law and Medicine, Com- 
monwealth Lawyers’ Association, and Commonwealth Med- 
ical Association, London. (Contact American Society of Law 
and Medicine, 765 Commonwealth: Avenue, Suite 1634, 
Boston, MA; 617-262-4990 


July 20, Institute for Addiction Studies presents “Chemical 
Dependency and Family Dynamics: COAs, ACAs, Myths 
and Issues,” Oakland, California. Contact Stephanie Ross, 
MPI CDRH, 435 Hawthorne Avenue, Oakland, CA 94609; 
415-428-4104. 


July 28-29, Cook County Graduate School of Medicine 
presents ‘Psychotropic Medication—Do’s and Don’ts in Ev- 
eryday Clinical Practice,” Chicago. Contact Francois E. 
Alouf, M.D.; in Illinois, 800-621-4649, outside Illinois, 800- 
621-4651. 


July 30—August 4, 36th 
gress, Rome. Contact IP 
ation, 309 East 49th Ser 


ternational Psychoanalytical Con- 
American Psychoanalytic Associ- 
, New York, NY 10017. 


AUGUST 


August 7—12, isi one on “Therapy With 
, Amino Acids and Analogues,” Vienna. Contact Prof. G. Lu- 
bec, MA 17, Allgemeines Krankenhaus, Wahringer Gurtel 
18-20, 1090 Wien, Austria. 


, Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


August 21-25, World Congress on Mental Health, World 
Federation for Mental Health, Auckland, New Zealand. 
Contact Richard Hunger, World Federation for Mental 
Health, 1021 Prince Street, Alexandria, VA 22314-2971; or 
Dr. M. Abbott, Mental Health Foundation, P.O. Box 37-438 
Parnell, Auckland, New Zealand. 


August 27—September 2, 10th International Congress, Inter- 
national Association of Group Psychotherapy: “Encounter 
or Alienation,” Amsterdam. Contact Jay W. Fidler, M.D., 
362 Old York Road, Flemington, NJ 08822. 


August 29—September 1, 1st Congress, World Union of Pro- 
fessions, Montreal. Contact Services de Congres GEMS, C.P. 
1016, Succ. Snowdon, Montreal, P.Q., Canada H3X 3Y1; 
514-485-0855. 


SEPTEMBER 


September 5-8, 4th Congress of the International Psychoge- 
riatric Association, Tokyo. Contact Akira Homma, M.D., 
Department of Psychiatry, St. Marianna University School of 

Medicine, 2-16-1 Sugao, Miyamae-ku, Kawasaki 213, Ja- 
pan; 044-977-8111, Ext. 3200. 


September 12—15, 3rd International Congress on Ethics in 
Medicine, Stockholm. Contact Third International Congress 
on Ethics in Medicine, Beth Israel Medical Center, 1st Ave- 
nue at 16th Street, New York, NY 10003; 212-420-4082. 


September 14—16, 5th International Conference of Alzhei- 
mer’s Disease International, Dublin. Contact Alzheimer’s 
Disease International, Conference Secretariat, 12 Pembroke 
Park, Dublin 4, Ireland. 


September 20-24, 1st European Congress of Ericksonian 
Hypnosis and Psychotherapy, Heidelberg, West Germany. 
Contact Burkhard Peter, Dipl.Psych., Milton Erickson Ge- 
sellschaft fiir klinische Hypnose (M.E.G.), Konradstr. 16, 
D-8000 Munchen 40, West Germany; 089-2180-5175. 


September 22-23, National Conference on Drug Abuse and 
Sport: Prevention, Intervention, Elimination, Baltimore. 
Contact Dr. Michael. J. Asken, Chairperson, or Stephen 
Seitcz, Coordinator, Sport Psychology Center of the Shep- 
pard-Pratt Hospital System, P.O. Box 6815, Baltimore, MD 
21285-6815; 1-800-627-0550. 





When the elderly patient is taking an 
antidepressant, there’s a chance she 
could end up breaking a hip. 


With its low incidence of orthostatic hypotension, PAMELOR 
lets patients stand up with less fear of falling down.” 


s you know, such falls can 
lead to fractures, an espe- 
cially serious concern for older 
patients. So it’s important to note 
that, with PAMELOR, orthostatic 
hypotension is relatively infre- 
quent.'’ In fact, in one study, 
patients who stopped imipramine 
treatment because of repeated 
falls experienced no such problem 
when switched to PAMELOR. 
PAMELOR has all the effective- 
ness of amitriptyline,* as well as a 
low incidence of anticholinergic!" 
and sedative'*”'’ side effects. 


For Brief Summary, please see following page. 


© 1989 Sandoz Pharmaceuticals Corporation 


PAM-189-10 


So, measured by many stan- 
dards, PAMELOR will help your 
elderly patients stand tall. 

As with all antidepressants, 
patients with cardiovascular dis- 
ease should be given PAMELOR 
only under close supervision 
because of the tendency of the 
drug to produce sinus tachycardia 
and to prolong conduction time. 
Because of anticholinergic activ- 
ity, PAMELOR should be 
used with caution in 
patients who have glaucoma 
ora history of urinary reten- 


tion. PAMELOR may impair the 
mental and/or physical abilities 
required for the performance of 
hazardous tasks, such as operat- 
ing heavy machinery or driving a 
car; therefore, the patient should 
be warned accordingly. 


yy 





PAMELOR 
(nortriptyline HCl) 


The active metabolite of amitriptyline 





l; 


—" 
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PAMELO 





(nortriptyline HCI) 


The active metabolite of amitriptyline 





10 mg/5 mL 


10 mg 


25 mg 50 mg 


and alcohol 4% 





All the efficacy of amitriptyline“ and 


e low incidence of orthostatic hypotension” 


° little daytime sedation'**" 


e low incidence of anticholinergic side effects’ 


References: 1. Thompson TL 11. Thompson WL Treating depression tricyclics, tel 
racyclics. and other options Modern Medicine August 1983.5187-109 
2. Georgolas A Allective disorders pharmacotherapy. In Kaplan HI. Sadock BJ 
eds Comprehensive lextbook of Psychiatry I4 Baltimore Md Wiliams & Wilkins 
1985 1821-833 3. Blackwell B. Peterson GR. Kuzma RJ. Hostetler RM. Adolph AB 
The effect of five tricyclic antidepressants on salivary flow and mood in healthy vol 
unteers Communications in Psychopharmacol 1980.4:255-261 4. Hayes PE, Kris 
lott CA Adverse reactions to five new antidepressants. Clin Pharm 1986.5.471-480 
5. Roose SP Glassman AH, Sinis SG. Walsh BT, Bruno RL. Wright LB Comparison ol 
mipramine- and nortriptyline-induced orthostatic hypotension a meaningful dit 
1 Clin Psychopharmaco! 1981.1-316-319 6. Baldessarini RJ Drugs and the 
treatment of psychiatric disorders In Gilman AG, Goodman LS. Rall TW Murad F. 
eds Goodman and Gilman's The Pharmacologica! Basis of Therapeutics Fih ed 
New York NY Macmillan Publishing Co, 1985 413-423. 7. Thayssen P Bjerre M 
Kragh-Sorensen Petal Cardiovascular elfects of imipramine and nortriptyline in el 
derly patients. Psychopharmacology 1981,74:360-364 8. Ziegler VE. Clayton PJ 
Biggs JT A comparison study of amitriptyline and nortriptyline with plasma levels 
Arch Gen Psychiatry May 1977.34-607-612 9. Bye C. Clubley M, Peck AW Drowsi 
ness. impaired perlormance and tricyclic antidepressant drugs Br J Cyn Pharma 

1978 6 155-161 10. Kupter DJ. Spiker DG, Rossi A. Coble PA, Shaw D, Ulrich R 
Nortriptyline and EEG sleep in depressed patients. Biol Psychiatry 1982.17 535-546 
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Contraindications: 1) Concurrent use with a monoamine oxidase 
(MAO) inhibitor, since hyperpyretic crises, severe convulsions, and fa- 
talities have occurred when similar tricyclic antidepressants were used 
in such combinations. MAO inhibitors should be discontinued for al 
least two weeks before treatment with Pamelor® (nortriptyline HCI) is 
started. 2) Hypersensitivity to Pamelor“ (nortriptyline HCl), cross 
sensitivity with other dibenzazepines is a possibility. 3) The acute recov 
ery period atter myocardial infarction 


Warnings: Give only under close supervision to patients with cardio 

vascular disease. because of the tendency of the drug to produce sinus 
tachycardia and to prolong conduction time, myocardial intarction, ar 

rhythmia, and strokes have occurred. The antihypertensive action ol 
guanethidine and similar agents may be blocked. Because of its anti 

cholinergic activity, nortriptyline should be used with great caution in 
patients who have glaucoma or a history of urinary retention. Patients 
with a history of seizures should be followed closely, since nortriptyline 
is known to lower the convulsive threshold. Great care is required in hy- 
perthyroid patients or those receiving thyroid medication, since cardiac 
arrhythmias may develop. Nortriptyline may impair the mental and/or 
physical abilities required for the performance of hazardous tasks, such 


PAM-189-10 


as operating machinery or driving a car, therefore, the patient should be 
warned accordingly. Excessive consumption of alcohol may have a po- 
tentiating effect, which may lead to the danger of increased suicidal at- 
tempts or overdosage, especially in patients with histories of emotional 
disturbances or suicidal ideation 

The concomitant administration of quinidine and nortriptyline may 
result in a significantly longer plasma half-life, higher A.U.C. and lower 
clearance of nortriptyline 

Use in Pregnancy —Sate use during pregnancy and lactation has nol 
been established: therefore, in pregnant patients, nursing mothers, or 
women of childbearing potential, the potential benetits must be weighed 
against the possible hazards 

Use in Children -Not recommended for use in children, since safety 
and effectiveness in the pediatric age group have not been established 


Precautions: Use in schizophrenic patients may result in an exacer- 
bation of the psychosis or may activate latent schizophrenic symptoms 
in overactive or agitated patients, increased anxiety and agitation may 
occur, in manic-depressive patients, symptoms of the manic phase may 
emerge. Administration of reserpine during therapy with a tricyclic anti- 
depressant has been shown to produce a “stimulating” effect in some 
depressed patients. Troublesome patient hostility may be aroused. Epi- 
leptiform seizures may accompany administration. Close supervision 
and careful adjustment of dosage are required when used with other an- 
ticholinergic drugs and sympathomimetic drugs. Concurrent adminis- 
tration of cimetidine can produce clinically significant increases in the 
plasma concentrations of the tricyclic antidepressant. Patients should 
be intormed that the response to alcohol may be exaggerated. When es- 
sential, may be administered with electroconvulsive therapy, although 
the hazards may be increased. Discontinue the drug for several days. il 
possible. prior to elective surgery. The possibility of a Suicidal attempt 
by a depressed patient remains after the initiation of treatment. in this 
regard, it is important that the least possible quantity of drug be dis 

pensed at any given time. Both elevation and lowering of blood sugar 
levels have been reported 

A case of significant hypoglycemia has been reported in a type I dia- 
betic patient maintained on chlorpropamide (250 mg/day), after the ad- 
dition of nortriptyline (125 mg/day) 


Adverse Reactions: Cardiovascular Hypotension, hypertension, 


=- 


tachycardia, palpitation, myocardial infarction, arrhythmias, heari, 
block, stroke. Psychiatric - Confusional states (especially in the el 
derly) with hallucinations, disorientation, delusions; anxiety, restless- 
ness, agitation, insomnia, panic, nightmares, hypomania, exacerbation 
of psychosis. Neurologic - Numbness, tingling, paresthesias of ex- 
tremities: incbordination, ataxia, tremors, peripheral neuropathy, extra- 
pyramidal symptoms; seizures, alteration in EEG patterns, tinnitus 
Anticholinergic —Dry mouth and, rarely, associated sublingual adeni- 
tis, blurred vision, disturbance of accommodation, mydriasis; consti- 
pation, paralytic ileus; urinary retention, delayed micturition, dilation ot 
the urinary tract. Allergic -Skin rash. petechiae, urticaria, itching. pho- 
tosensitization (avoid excessive exposure to sunlight); edema (general 
or of face and tongue), drug fever, cross-sensitivity with other tricyclic 
drugs. Hematologic—Bone marrow depression, including agranulocy- 
tosis; eosinophilia; purpura; thrombocytopenia. Gastrointestinal 
Nausea and vomiting, anorexia, epigastric distress, diarrhea, peculiar 
taste, stomatitis, abdominal cramps, black-tongue. Endocrine 
Gynecomastia in the male, breast enlargement and galactorrhea in the 
female. increased or decreased libido, impotence: testicular swelling, 
elevation or depression of blood sugar levels; syndrome ot inappropri 
ate ADH (antidiuretic hormone) secretion. Other — Jaundice (simulating 
obstructive), altered liver function; weight gain or loss; perspiration 
flushing: urinary frequency, nocturia; drowsiness, dizziness, weakness, 
fatigue; headache, parotid swelling: alopecia. Withdrawal Symptoms 
Though these are not indicative of addiction, abrupt cessation of treat 
ment after prolonged therapy may produce nausea, headache. and 
malaise 


Overdosage: Toxic overdosage may result in confusion, restlessness, 
agitation, vomiting, hyperpyrexia, muscle rigidity, hyperactive reflexes 
tachycardia, ECG evidence of impaired conduction, shock, congestive 
heart failure, stupor, coma, and CNS stimulation with convulsions fo! 
lowed by respiratory depression. Deaths have occurred with drugs ol 
this class. No specific antidote is known. general supportive measures 
are indicated, with gastric lavage | PAM-217 —1/13/89| 
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Her anxiolytic 

is working— 

but she’s alert, 
functioning, and 
at no risk of a 
benzodiazepine 
withdrawal 
syndrome when 
therapy ends. 





ws 


BuSpar relieves anxiety and returns 
your patient to normal activity 


...with no more sedation (10%) than induced by placebo (9%)! 


Q g 70 ...without inducing significant cognitive? or functional impairment* 
x 
r 


...without producing a benzodiazepine withdrawal syndrome’ 
upon discontinuation 


Effective choice for anxiety 





for a different kind of calm 


“Because the effects of BuSpar in any individual patient may not be predictable, patients should be cautioned about operating an 
automobile or using complex machinery until they are reasonably certain that BuSpar treatment does not affect them adversely. 


For Brief Summary, please see following page. 
© 1989, Bristol-Myers Company, Evansville, Indiana 47721, U.S.A. MJL8-4270 


BuSpar wuspirone Hc) 


References: 1. Newton RE. etal: A review of the side effect profile of buspirone. AmJ Med 1986:80(33):17-21. 2. 
Lucki l, etal: Differential effects of the anxiolytic drugs, diazepam and buspirone, on memory function. BrJ Clin 
Pharmacol 1987 .23:207-211. 3. Lader M: Assassing the potential for buspirone dependence or abuse and effects 
of its withdrawal. Am J Med 1987:82(5A):20-26. 


Contraindications: pernai to buspirone hydrochloride. 
Warnings: The administration of BuSpar to a patient lanng a monoamine oxidase inhibitor 
(MAO!) moy pose a hazard. Since blood pressure has become elevated when BuSpar was administered 
concomitantly with an MAOI, such concomitant use is not recommended. BuSpar should not be employed in 
lieu of appropriate antipsychotic treatment p- 
Precautions: General—Interlerence with cognitive and motor performance: Although buspirone is less 
sedating than other anxiolytics and does nct produce significant functional impairment, its CNS effects in a 
given patient may not be predictable; therefore, patients should be cautioned about meaty anautomobile 
of using complex machinery until they are reasonably certain that buspirone does not affect them adversely. 
Although buspirone has not been shown to increase alcohol-induced impairment in motor and mental per- 
formance, it is prudent to avoid concomitant use with alcohol. 
Potential for withdrawal reactions in Se eR drug dependent patients: Because bu- 
spirone will not block the withdrawal syndrome often seen with cessation of therapy with benzodiazepines 
and other common eerie gion drugs, before starting buspirone withdraw perons gradually from 
their prior treatment, especially those who used a CNS depressant chronically. Rebound or withdrawal 
symptoms may occur over varying time periods, depending in part on the type of drug and its elimination 
half-life. The withdrawal syndrome can appear as any combination of irritability, anxiety, agitation, insomnia, 
tremor, abdominal cramps, muscle cramps vomiting, sweating, flu-like symptoms without fever, and occa- 
eet even as Seizures. . lea l ; r 
Possible concerns related to buspirone's binding to dopamine receptors: Because buspirone can bind to 
central dopamine receptors, a question has been raised about its potential to cause acute and chronic 
changes in dopamine mediated neurological function (eg, dystonia, pseudoparkinsonism, akathisia, and 
tardive dyskinesia). Clinical experience in controlled trials has failed to ety any significant neuroleptic- 
like activity; however, a syndrome of restlessness, appearing shortly after initiafion of treatment, nas been re- 
ported; the syndrome may be due to increased centra! noradrenergic activity or may be attributable to 
dopaminergic effects (ie, represent print > af 
Information for Patients—Patients should be instructed to inform their physician about eny medica- 
tions, prescription or nonprescription, alcchol or drugs they are now taking or plan to take during treatment 
with buspirone; to inform their physician if they are pregnant, are planning to become pregnant, or become 
pregnant while taking buspirone; to inform their pys they are breast feeding; and not to crive a car or 
operate potentially dangerous machinery until they experience how this medication affects them. l 
rug Interactions—Concomitant use with other CNS active ch should be approached with caution 
(see Warnings). Concomitant use with trazodone may have caused 3- to 6-fold elevations on SGPT (ALT) in 
a few patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperi- 
dol concentrations in normal volunteers. The clinical significance is not clear. Buspirone does ^ot displace 
tightly bound drugs like phenytoin, propranolol, and warfarin from serum Epa but may displace less 
firmly bound drugs like digoxin. However, there was one report of jai prothrombin time when buspi- 
rone was given to a patient also treated with warfarin, Fpen oin, phenobarbital, digoxin, and Synthroid. 
Carcinogenesis, Mutagenesis, Impairment of Fertility—No evidence of carcinogenic potential 
was observed in rats or mice; buspirone did not induce point mutations, nor was DNA damace observed; 
chromosomal aberrations or abnormalities did not occur. . 
enon i Teratogenic Effects—Pregnancy Category B: Should be used during pregnancy only if 
clear . 
Nursing Mothers—Administration to nursing women should be avoided if clinically possible. 
Pediatric Use—The safety and effectiveness have not been determined in individuals below 18 years of 


age. 
Use in the Elderly —No unusual, adverse, age-related phenomena have been identified in elderly patients 
receiving a total, modal daily dose of 15 mg t ew, 2 
Use in Patients with Impaired Hepatic or Renal Function—Since buspirone is metabolized by the 
liver and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment. 
Adverse Reactions (See also Precautions): Commonly Observed—The more commonly ob- 
served untoward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, 
nausea, headache, nervousness, lightheadedness, and excitement. SEN ey 
Associated with Discontinuation of Treatment—The more common events Causing discontinuation 
included: central nervous system disturbances (3.4%), primarily dizziness, insomnia, nervousness, drows- 
iness, lightheaded feeling; gastrointestinal disturbances (1.2%), ‘path nausea; miscellaneous distur- 
bances (1.1%), primarily headache and fatigue. In adcition, 3.4% of patients had multiple complaints, none 
of which could be characterized as puy l 
Incidence in Controlled Clinical Trials —Adverse events reported by 1% or more of 477 patients who 
received buspirone in four-week, controlled trials: Cardiovascular: Tach cardia/palpitations 1%. CNS: Diz- 
ziness 12%, drowsiness 10%, nervousness 5%, insomnia 3%, lightheadedness 3%, decreased concentra- 
tion 2%, excitement 2%, anger/hostility 2%, confusion 2%, depression 2%. EENT: Blurred vision 2%. 
Gastrointestinal: Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipation 1%, 
vomiting 1%. Musculoskeletal: Musculoskeletal aches/pains 1%. Neurol ical: Numbness 2%, paresthesia 
1%, incoordination 1%, tremor 1%. Skin: Skin rash*% Miscellaneous: Headache 6%, fatigue 4%, weak- 
ness 2%, sweating/clamminess 1%. k l 
Other Events Observed nase the Eatire Premarketing Evaluation—The relative frequency of all 
other undesirable events reasonably associated with the use of buspirone in a proximately 3300 subjects 
who took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as 
follows: Frequent are those occurring in at least 1/100 patients, infrequent are those occurrir g in 1/100 to 
1/1000 patients; and rare are those occurring in less than 1/1000 patients. Cardiovascular—frequent: non- 
specific chest pain: infrequent: syncope, hypotension, hypertension; rare: cerebrovascular accident, con- 
= heart failure, myocardial infarction, cardiomyopathy, bradycardia. Central Nervous System— 
requent: dream disturbances; infrequent: depersonalization, dysphoria, noise intolerance, euphoria, aka- 
thisia, fearfulness, loss of interest, dissociative reaction, hallucinations, suicidal ideation, szizures; rare: 
ponp of claustrophobia, cold intolerance, stupor, slurred speech, psychosis. EENT —frequent: tinnitus, 
sore throat, nasal congestion; infrequent: redness and itching of the eyes, altered taste, altered smell, con- 
junctivitis; rare: inner ear abnormality. eye pain, photophobia, pressure on eyes. Endocrine—rare: galactor- 
rhea, thyroid abnormality. Gastrointestinal —infrequent: flatulence, anorexia, increased appetite, salivation, 
irritable colon, rectal bleeding; rare: burning of the tongue. Genitourinary —intrequent: urinary frequency, 
urinary hesitancy, menstrual irregularity end spotting, dysuria; rare: amenorrhea, pelvic inflammatory dis- 
ease, enuresis, nocturia. Muscu/oskelela/—intrequent: muscle cramps, muscle spasms, rigid/stiff muscles, 
arthralgias. Neurologica/—intrequent: involuntary movements, slowed reaction time, rare: muscle weak- 
ness. Respiratory —intrequent: hyperventilation, shortness of breath, chest congestion; rare: epistaxis. Sex- 
ual Function—intrequent: decreased or increased libido, rare: delayed ejaculation, impotznce. Skin— 
infrequent: edema, pruritus, flushing, geo bruising, hair loss, dry skin, facial edema, blisters; rare: acne, 
thinning of nails. Clinical Laboratory—infrequent: increases in hepatic aminotransferases (SGOT, SGPT), 
rare: eosinophilia, leukopenia, thrombocytopenia. Miscellaneous — infrequent: weight gain, ‘ever, roaring 
sensation in the head, weight loss, malaise; rare: alcohol abuse, bleeding disturbance, loss 3f voice, hic- 


coughs. 
Postintroduction Clinical Experience —Rare occurrences of allergic reactions, cogwheel rigidity, 43 
tonic reactions, ecchymosis, emotional lability, tunnel vision, and urinary retention have been reported. Be- 
_ of a uncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has nol been 

elermined. 
Drug Abuse and Dependence: Controlled Substance Class—Not a controlled substance. 
Physical and Psychological whe acre geen: sth has shown no potential for abuse or diversion 
and there is no evidence that it causes tol2rance, or either pea or fe yerepe dependence. However, 
since it is difficult to predict from experiments the extent to which a CNS-active drug will be misused, di- 
verted, and/or abused once marketed, physicians should rage evaluate patients for a history of drug 
abuse and follow such patients closely, observing them for signs of buspirone misuse or abuse (eg, develop- 
ment of tolerance, incrementation of dos2, drug-seexing be reon s 
Overdosage: Signs and Symptoms—At doses approaching 375 mg/day the following symptoms were 
observed: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. No deaths nave been re- 
poe in humans either with deliberate or accidental overdosage. , 

ecommended Overdose Treatment—General Ahy ped and supportive measures should be 
used along with immediate gastric lavage. No speci"ic antidote is known and dialyzability of buspirone has 
Por on fae dois, Prescribing Informati 

or complete details, see Prescribing Information 
or consult your Mead Johnson Pharmaceuticals Mead ii neon 
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A message to 


psychiatrists and 
employers 





Simplify your search for the right job or job candidate. 
Let the professional resources of APA's Psychiatric 
Placement Service work for you. 


if you are a psychiatrist seeking a new challenge, 
a better location, or a more lucrative salary, the 
Psychiatric Placement Service will put you in touch with 
suitable employers. For a modest fee and in complete 
confidence, you can list your professional qualifica- 
tions and your personal preferences with the PPS for 
one year. 


As an employer, you will benefit from the experience 
of professional recruiters who will carefully explore 
every aspect of your position and match your re- 
quirements against a comprehensive pool of physi- 
cian candidates. Unlike other search firms, the PPS puts 
at your disposal the wide resources of APA—all for a 
fraction of the cost you might expect. 


In its first year, the Psychiatric Placement Service suc- 
cessfully introduced many qualified candidates to pro- 
spective employers. This year, we'd like to introduce 
you to your next employment opportunity. Call 
Maureen Corrigan at (202) 682-6108 or mail this 
coupon today. 


Please send me more information about the Psychiatric 
Placement Service. 


O Potential 
Applicant 


O Potential 
Employer 





Name (please print) 


a 


Address 





City State Zip 


Phone 


Mail to Graeme Fergusson, Placement Coordinator, 
Psychiatric Placement Service, APA, 1400 K Street, NW, 
Washington, D.C. 20005 


Psychiatric 


Fully staffed and operated by the Hospital & 
Community Psychiatry Service of the American 
Psychiatric Association 


Sustained drug levels 
with a single monthly dose 


HALDOL DECANOATE 


(HALOPERIDOL) INJECTION 


Sustained protection 
from relapse 


Please see brief summary of Prescribing Information 
on next page. 


During dose adjustment or episodes of exacerba- 
tion of psychotic symptoms, HALDOL Decanoate 
therapy can be supplemented with short-acting forms 
of HALDOL (haloperidol). The side effects of HALDOL 
Decanoate are those of HALDOL. The prolonged 
action of HALDOL Decanoate should be considered in 
the management of side effects. 


McNEIL 
PHARMACEUTICAL 


McNEILAB, INC., Spring House, PA 19477 
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HALDOL DECANOATE 


(HALOPERIDOL) INJECTION 
IN 


Sustained protection 
for the schizophrenic patient 
with a single monthly dose 





The following is a brief summa 

information in HALDOL and HA 

Contraindications: Since the pharmacologic and clinical actions of HALDOL (haloperidol) 

Decanoate are attributed to L as the active medication, Contraindications, Warnings, and 

additional information are those of HALDOL. Some sections have been modified to reflect the 
action of HALDOL Decanoate. 

HALDOL is contraindicated in severe toxic central nervous system depression or comatose 

states from any cause and in individuals who are hypersensitive to this drug or have Parkinson's 
disease. 
Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irrevers- 
ible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially 
elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of 
antipsychotic treatment, which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 
developing tardive dyskinesia and the likelihood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 
administered to the patient increase. However, the syndrome can develop, although much less 
commonly, after relatively brief treatment periods at low doses. There is no known treatment for 
established cases of tardive dyskinesia, although the syndrome may remit, partially or completely, 
if antipsychotic treatment is withdrawn. Antips tic treatment, itself, however, may suppress (or 
partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the 
underlying process. The effect that symptomatic suppression has upon the -term course of 
the syndrome is unknown. Given these considerations, antipsychotic drugs should be prescribed 
in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for ba sch who suffer from a chronic illness 
that 1) is known to respond to antipsychotic drugs, and 2) for whom alternative, equally effective, 
but potentially less harmful treatments are not available or appropriate. In patients who do require 
chronic treatment, the smallest dose and the shortest duration of treatment producing a 
satisfactory clinical response should be . The need for continued treatment should be 
reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a patient on 
antipsychotics, drug discontinuation should be considered. However, some patients may require 
treatment despite t of the syndrome. (For further information about the description of 
tardive dyskinesia and its clinical detection, please refer to ADVERSE REACTIONS) 

pet dre Malignant Syndrome (NMS): A a), fatal symptom complex sometimes 
referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with 
antips tic drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). Additional signs may 
include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. 
The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, 
it is important to identify cases where the clinical presentation includes both serious medical 
illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately treated extrapyra- 
midal signs and symptoms (EPS). Other important considerations in the differential diagnosis 
include central anticholinergic toxicity, heat stroke, we s fever and primary central nervous system 
(CNS) pat y. The management of NMS should include 1) immediate discontinuaton of 
antipsychotic drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic 
treatment and medical monitoring, and 3) treatment of any concomitant serious medical problems 
for which specific treatments are available. There is no agreement about specific 
pharmacological treatment regimens for uncomplicated NMS. If a patient requires antipsychotic 
drug treatment after recovery from NMS, the potential reintroduction of drug ey | should be 
carefully considered. The patient should be carefully monitored, since recurrences NMS have 
been reported. Hyperpyrexia and heat stroke, not associated with the above symptom complex, 
have also been reported with HALDOL. 

in Pr : (see PRECAUTIONS - Usage in Pregnancy) Combined Use With Lithium: 
(see PRECAUTIONS - Drug Interactions). 

General: monia, sometimes fatal, has followed use of antipsychotic drugs, 
including haloperidol. Prompt remedial therapy should be instituted if dehydration, nNemoconcen- 
tration or reduced pulmonary ventilation occur, especially in the elderly. Decreased serum 
cholesterol and/or cutaneous and ocular ch s have been reported with chemically-related 
drugs, alt h not with haloperidol. See PR TIONS - Information for Patients for information 
on mental physical abilities and on concomitant use with other substances. 

Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders, due to 
the possibility of transient hypotension and/or precipitation vp: a pain (if a vasopressor is 
required, epinephrine should not be used since HA L may its vasopressor activity and 
paradoxical further lowering of blood pressure may occur; metaraminol, rine or 
norepinephrine should be used); (2) receiving anticonvulsant medications, with a histor of 
seizures, or with EEG abnormalities, because HALDOL may lower the convulsive th If 
indicated, adequate anticonvulsant therapy should be concomitantly maintained; (3) with known 
allergies or a history of allergic reactions to drugs; (4) receiving anticoagulants, since an isolated 
instance of interference occurred with the effects of one anticoagulant (phenindione). Concomi- 
tant antiparkinson medication, if required, may have to be continued after HALDOL is discontin- 
ued because of different excretion rates; if both are discontinued simultaneously, extrapyramidal 
symptoms may occur. Intraocular pressure may increase when anticholi ic drugs, including 
antiparkinson drugs, are administered concomitantly with HALDOL. When HALDOL is used for 
mania in bipolar disorders, there may be a rapid mood swing to depression. Severe neurotoxicity 
may occur in patients with thyrotoxicosis receiving antipsychotic medication, including HALDOL. 
he 1, 5, 10 mg HALDOL tablets contain Yellow No. 5 (tartrazine) which may cause 


only. Before prescribing, see complete prescribing 
Decanoate product labeling. 
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allergic-type reactions (including bronchial asthma) in certain susceptible individuals, especially in 
those who have aspirin hypersensitivity. 

Information for Patients: Mental physical abilities required for hazardous tasks or driving 
may be impaired. Alcohol should be avoided due to possible additive effects and hypotension. 

Interactions: Patients receiving lithium plus haloperidol should be monitored closely for 

early evidence of neurological toxicity and treatment discontinued promptly if such signs appear. 
As with other antipsychotic agents, it should be noted that HALDOL may be capable of 
potentiating CNS depressants such as anesthetics, opiates, and alcohol. 

Car is, Mi is and Impairment of Fertility: No mutagenic potential of haloperidol 


te was found in the Ames Salmonella microsomal activation assay. 

j icity studies using oral idol were conducted in Wistar rats (dosed at up to 5 
mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg dai for 18 months). 
in the rat study survival was less than optimal in all dose groups, reducing the number of rats at risk 
for developing tumors. However, although a relatively greater number of rats survived to the end of 
the study in high dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals. Therefore, not optimal, this study does suggest the 
absence of a idol related increase in the incidence of neoplasia in rats at doses up to 20 
times the usual daily human dose for chronic or resistant patients. In female mice at 5 and 20 times 
the highest initial daily dose for chronic or resistant patients, there was a statistically significant 
increase in mammary gland asia and total tumor incidence; at 20 times the same daily dose 
there was a Statistically signi t increase in pituitary gland neoplasia. In male mice, no 
statistically significant differences in incidences of total tumors or specific tumor types were 
noted. 

Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administra- 
tion. Tissue culture experiments indicate that approximately one-third of human breast cancers 
are prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs is 
contemplated in a patient with a previously detected breast cancer. Although disturbances such 
as galactorrhea, amenorrhea, gynecomastia, and impotence have been reported, the clinical 
significance of elevated serum prolactin levels is unknown for most patients. An increase in 
mammary neoplasms has been found in rodents after chronic administration of antipsychotic 
drugs. Neither clinical studies nor epidemiologic studies conducted to date, however, have shown 
an association between chronic administration of these drugs and mammary tumorigenesis: the 
available evidence is considered too limited to be conclusive at this time. 

Usage in Pregnancy: Pregnancy Category C. Safe use in ie deg | or in women "ey to 
toa pregnant has not been established; use only if benefit clearly justifies potential hazards to 
the fetus. 

Nursing Mothers: Infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramuscular 
administration in children have not been conducted. 


Adverse Reactions: Adverse reactions following the administration of HALDOL (haloperidol) 
Decanoate are those of HALDOL. Since vast experi has accumulated with HALDOL, the 
adverse reactions are reported for that compound as well as for HALDOL Decanoate. As with all 
injectable medications, local tissue reactions have been reported with HALDOL Decanoate. 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reactions have been 
reported frequently, often during the first few days of treatment. Generally they involved 
Parkinson-like symptoms which first observed were usually mild to moderately severe and 
usually reversible. types of neuromuscular reactions (motor restlessness, dystonia, akathi- 
sia, hyperreflexia, opisthotonos, oculogyric crises) have been reported far less frequently, but 
were often more severe. Severe extrapyramidal reactions have been reported at relatively low 
doses. Generally, extrapyramidal symptoms are dose-related since occur at relatively high 
doses and disappear or become less severe when the dose is reduced. Antiparkinson drugs may 
be required. Persistent extrap idal reactions have been reported and the drug may have to be 
discontinued in such cases. Withdrawal Emergent Neurological Signs—Abrupt discontinuation of 
short-term antipsychotic is generally uneventful. However, some patients on maintenance 
treatment experience transient dyskinetic signs after abrupt withdrawal. In certain cases these 
are indistinguishable from “Tardive Dyskinesia” except for duration. It is unknown whether gradual 
withdrawal will reduce the occurrence of these signs, but until further evidence is available 
HALDOL should be gradually withdrawn. Tardive Dyskinesia—As with all antipsychotic agents 
HALDOL has been associated with persistent dyskinesias. Tardive dyskinesia, a syndrome 
consisting of potentially irreversible, involuntary, dyskinetic movements, may appear in some 
patients on long-term therapy or may occur after tin Halas has been discontinued. The risk 
appears to be greater in patients on high-dose especially females. The symptoms 
are persistent and in some patients appear irreversible. syndrome is characterized by 
rhythmical involuntary movements of tongue, face, mouth or jaw (e.g., protrusion of tongue, 
sre of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities and the trunk. There is no known effective 
treatment for tardive dyskinesia; antiparkinson agents usually do not alleviate the symptoms of 
this syndrome. It is suggested that all antipsychotic agents be discontinued if these symptoms 
appear. Should it be necessary to reinstitute treatment, or increase the of the agent, or 
switch to a different antipsychotic agent, this syndrome may be masked. It has reported that 
fine vermicular movement of the tongue may be an early sign of tardive dyskinesia and if the 
medication is stopped at that time the full syndrome may not develop. Tardive Dystonia—Tardive 
dystonia, not associated with the above syndrome, has also been ed. Tardive dystonia is 
characterized by delayed onset of choreic or dystonic movements, is often persistent, and has the 
potential of becoming irreversible. Other CNS Effects—insomnia, restlessness, anxiety, euphoria, 
agitation, drowsiness, depression, lethargy, headache, confusion, vertigo, grand mal seizures, and 
exacerbation of psychotic symptoms including hallucinations, and catatonic-like behavioral states 
which may be responsive to drug withdrawal and/or treatment with anticholi ic drugs. 

Body as a Whole: Neuroleptic mali t Sat (NMS), hyperpyrexia heat stroke have 
been reported with HALDOL. (See WARNI for further information conceming NMS.) Cardio- 
vascular Effects: beget prakar hypotension, hypertension and ECG changes. Hematologic Effects: 
Reports of mild, usually transient leukopenia and leukocytosis, minimal decreases in red blood cell 
counts, anemia, or a tendency toward lym is; agranulocytosis rarely reported and 
only in association with other medication. Liver Effects: Impaired liver function and/or jaundice. 
Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of photosensit- 
vity, loss of hair. Endocrine Disorders: Lactation, breast engorgement, mastaigia, menstrual 
irregularities, gynecomastia, an increased libido, hyperglycemia, hypoglycemia and 
hyponatremia. Gastrointestinal ts: Anorexia, constipation, Cantos, hypersalivation, dyspep- 
sia, nausea and vomiting. Autonomic Reactions: Dry mouth, blurred vision, urinary retention, 
diaphoresis, and priapism. Respiratory Effects: Laryngospasm, bronchospasm increased 
depth of respiration. Special Senses: Cataracts, retinopathy and visual disturbances. Other: Cases 
of sudden and unexpected death have been reported in association with the administration of 
HALDOL. The nature of the evidence makes it impossible to determine definitively what role, if any, 
HALDOL in the outcome of the reported cases. The possibility that HALDOL caused death 
cannot, of course, be excluded, but it is to be kept in mind that sudden and unexpected death may 
occur in psychotic patients when they go untreated or when they are treated with other 
antipsychotic drugs. 

IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate is 
administered or prescribed. 
taal on symptoms and treatment of overdosage, see full prescribing informa- 


The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms. 
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FDA procedures now Ready supply of drug 
bring promising available through 
investigational drugs to t re atm e nt Í N D enrolled psychiatrists 
patients earlier in the i : for eligible patients. 
development process. (investigational new drug) The treatment medication 
The Food and Drug Admin- is being distributed by 


istration has established 
procedures to allow use of 
“promising drugs for 
treatment of patients with 
serious or life-threatening 


99] 


illnesses...” as early in the 


drug development process O bsess ive- 


as possible and before gen- 
eral marketing has begun. 


f CIBA-GEIGY f f ch 
p rogram or g psychiatrists enrolled in 
the treatment - 
patients with drean, whio Will, im turn, 
supply the drug to eligible 
patients. 


Patient enrollment 


Com pulsive criteria established. 


a Patients must be between 
This OCD medication is D H ad : 
the first psychotropic ISO r e r 10 and 70 years of age, with 
drug authorized under 


OCD symptoms of at least 
these new procedures. 





one year’s duration that 
interfere significantly with 


In releasing the drug for daily functioning. 

treatment use, the FDA For information and enrollment kits call PE | | 

explained that “...studies 1-800-842-2422 Drage avaliable iier treatment IND FEA. 
j Drug Bulletin :18:14-15. 

aimed at U.S. approval... between 9AM-5PM Eastern Time a o 


have shown sufficient evi- 
dence of effectiveness for 
the drug to permit its lim- 
ited distribution”? 
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Diagnosis and Treatment of Old Age Dementias, edited by T.A. Ban 
and H.E. Lehmann. Basel, Karger, 1989, 102 pp., $48.00. 

Theories on Alcoholism, edited by C. Douglas Chaudron and 
D. Adrian Wilkinson. Toronto, Addiction Research Foundation, 
1988, 435 pp., $49.50 (paper). 

Conntertransference Triumphs and Catastrophes, by Peter L. Gio- 
vacchini, M.D. Northvale, N.J., Jason Aronson, 1989, 346 pp., no 
price listed. 

AOA and Aging: Definitions, Explanations and Practi- 

cal Approaches, edited by; Una Holden. New York, New York 
University Press (Columbia University Press, distributor), 1988, 
222 pp., $35.00. 

The Wish for Power and the Fear of Having It, by Aithea J. Horner, 
ant Northvale, N.J., Jason Aronson, 1989, 191 pp., no price 

isted. 

Reshaping the Psychoanalytic Domain: The Work of Melanie Klein, 
W.R.D. Fairbairn, and D.W. Winnicott, by Judith M. Hughes. 
Berkeley, University of California Press, 1989, 235 pp., $30.00. 

Diagnosis and Treatment of Muscle Pain, edited by Hans Kraus, 
M.D. Chicago, Quin ce Books, 1988, 111 pp., $48.00 
(paper). ` 

Psychiatry Around the Globe: A Transcultural View, 2nd ed., by 
Julian Leff. London, Gas big College of Psychiatrists), 
1988, 222 pp., £10.00 (p 

What We Know About Suici i Behavior and How to Treat It, 
edited by Stanley Lesse, „ Med.Se.D. Northvale, N.J., Jason 
Aronson, 1988, 452 pp., no price listed. 


Can We Prevent Suicide? by David Lester. New York, AMS Press, 
1989, 154 pp., $34.50. 

Metaphoric Worlds: Conceptions of a Romantic Nature, by Samuel 
R. Levin. New Haven, Yale University Press, 1988, 245 pp., 
$26.50. 

Lacan in Contexts, by David Macey. New York, Verso (Routledge, 
Chapman & Hall, distributor), 1988, 310 pp., $55.00; $18.95 
(paper). 

Children of Psychiatrists and Other Psychotherapists, by Thomas 
Maeder. New York, Harper & Row, 1989, 288 pp., $19.95. 
Birth of a Self in Adulthood, by Dorothea S. McArthur, Ph.D. 
Northvale, N.J., Jason Aronson, 1988, 217 pp., no price listed. 
Treatment of Patients in the Borderline Spectrum, by W.W. 
Meissner, S.J., M.D. Northvale, N.J., Jason Aronson, 1988, 614 

pp., no price listed. 

Left Brain, Right Brain, 3rd ed., by Sally P. Springer and Georg 
Deutsch. New York, W.H. Freeman and Co., 1989, 385 pp., 
$24.95; $14.95 (paper). 

Biochemical and Pharmacological Aspects of Depression, edited by 
K.F. Tipton and M.B.H. Youdim. New York, Taylor & Francis, 
1989, 141 pp., no price listed. 

Coping: Maladaptation in Prisons, by Hans Toch and Kenneth 
Adams with J. Douglas Grant. New Brunswick, N.J., Transaction 
Books, 1989, 283 pp., $29.95. 

The Two Faces of Religion: A Psychiatrist’s View, by N.S. Xavier, 
M.D. Tuscaloosa, Ala., Portals Press, 1987, 211 pp., $14.95. 


In Tourette Syndrome 


(pimozide) Tablets 
Helps Patients Be Themselves 


e Excellent 
Symptom Control 


Pimozide produced significantly more 
Improvement of Symptoms and less 
akinesic adverse effects than halopendo 
Improvement of 70% or more wa 
reported by 740o atients on pimozide 
compared wilh 45% on haloperidol 
(pD < 02), and 849o rated pimozide better 
overall than haloperidol 


Significantly Less 
Sedation than 


Haloperidol 


In a double-blind, placebo controlled 


study, “Pimovzide was associated with 


lethargy or tiredness on significantly fewer 


days than haloperidol (p <.01), and this 
was reflected in greater immediate and 


long term patient acceptance 


Documented 
Clinical Experience 


Pimozide has been used in the treatment 
of lourette Syndrome for over 10 years.’ 


Now Available from 
LEMMON 


For more intormation on ORAP call 
1-800-523-6542. extension 246: in 


Pennsylvania call collect, (215) 723-5544 


ORAP ıs indicated for patients who have failed to respond satisfactorily to standard treatment LEMMON 


Please see following paae for a brief summary of prescribing information LEMMON COMPANY, SELLERSVILLE. PA 18960 





ORAP” 


(pimozide) Tablets 


The Less Sedating Therapy for Tourette Syndrome 





Exidence supporting spprowai of pimozide for use in souretie’s Disorder was obtained 
in te controled chnical rredigations evhich enrolled pi between tha ages of 6 and 
63 years. Most subjects te the two triats were 12 or older, 
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years of ape fs! raies. 

Becanse fte use and safety here not bese evaluated in olber childhood disorders, 
ORAP is not reconemended for use ia amy condition offer thee: Tourette's Disorder. 
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SET 
PACE... 


with your Practice. 


When you launch your professional 
career with a HCA Psychiatric Company 
hospital, you will be affiliated with the 
nation’s leading health care company. 
HCA needs highly qualified psychiatrists 
to compliment our growth and wants 

to talk with you. 


All of the opportunities available 

through the HCA Psychiatric Company 
offer attractive compensation and benefit: 
packages. And, HCA’s nationwide networl 
of more than 65 affiliated psychiatric and 
chemical dependency facilities provides 
you with a choice of geographic location 
and specialties ranging from childhood/ 
adolescent to geriatrics. 


We will help link you with an existing 
practice or help you develop a rewarding 
new private practice. In addition, HCA 
Psychiatric Company can direct you to 
markets where more than 50 percent of 
our patients ask for physician referral. 


This is the time when years of training 
begin to pay dividends. There are no 
higher quality psychiatric services or mor 
advanced facilities than those affiliated 
with HCA. No one can offer you a better 
beginning or more opportunities to grow 
in your career. 


For more information about our wide 
range of practice opportunities, contact 
Kyle Buster or Richard O’Donnell, HCA 
Psychiatric Company, One Park Plaza, 
PO. Box 550, Nashville, TN 37202-0550, 
or call toll-free 1-800-251-2561 or 
1-800-342-2110 in Tennessee. 


HC Psychiatric 
Company 





*The total daily. dosage of Sinequan may be given on a divided or once-a-day dosage schedule. If the once-a-day 
scheđüle is employed, the maximum recommended dose is 150 mg: Thisdose may be given at bedtime. 
+The 150-mg capsule strength is intended for maintenance therapy only and is not recommended for initiation of treatment. 


Fora-brief summary of SINEQUAN prescribing information including adverse reactions, 
please see the following page of this advertisement. 
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Antidepressant effectiveness 
with once-a-day dosing’ 


tee SINEQUAN 
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SINEQUAN oep HCI) 


BRIEF SUMMARY 

SINEQUAN” (doxepin HCI) Capsules/Oral Concentrate 

Contraindications. SINEQUAN is contraindicated in individuals who have shown nyper- 
EN to the drug. Possibility of cross sensitivity with other dibenzoxepines should be kept 
in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. 
These disorders should be ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent 
illness or patients taking other medications should be carefully adjusted. This is especially 
important in patients receiving other medications with anticholinergic effects. 

Usage in Geriatrics: The use of SINEQLAN on a once-a-day dosage regimen in geriatric 
patients should be adjusted carefully based on the patient's condition. 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, 
monkeys and dogs and there was no evidence of harm to the animal fetus. The relevance to 
humans is not known. Since there is no experience in pregnant women who have received this 
drug, safety in pregnancy has not been established. There are no data with respect to the 
secretion of the drug in human milk and its effect on the nursing infant. 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not 
recommended because safe concitions for its use have not been established. 

MAO Inhibitors: Serious side effects and even death have been reported following the 
concomitant use of certain drugs with MAO inhibitors. Therefore, MAO inhibitors should be 
discontinued at least two weeks prior to the cautious initiation of therapy with SINEQUAN. 
The exact length of time may vary and is dependent upon the particular MAO inhibitor being 
used, the length of time it has been administered, and the dosage involved. 

Usage with Alcohol: It should be borne in mind that alcohol ingestion may increase the 

danger inherent in any intentional or unintentional SINEQUAN overdosage. This is especially 
important in patients who may use alcohol excessively. 
Precautions. Since drowsiness may occur with the use of this drug, patients should be 
warned of the possibility and cautioned against driving a car or operating dangerous machin- 
ery while taking the drug. Patients should also be cautioned that their response tc alcohol may 
be potentiated. 

Since suicide is an inherent rsk in any depressed patient and may remain so until 
significant improvement has occurred, patients should be closely supervised during the early 
course of therapy. Prescriptions should be written for the smallest feasible amount. 

Should increased symptoms of osychosis or shift to manic symptomatology occur, ıt may 
be necessary to reduce dosage o” add a major tranquilizer to the dosage regimen. 
Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been 
specifically reported with SINEQUAN use. However, due to the close pharmacological 
similarities among the tricyclics, the reactions should be considered when prescribing 
SINEQUAN. 

Anticholinergic Effects: Dry mouth, blurred vision, constipation, and urinary retention have 
been reported. If they do not subside with continued therapy, or become severe, it may be 
necessary to reduce the dosage. 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. 
This tends to disappear as therapy is continued. Other infrequently reported CNS side effects 
are confusion. disorientation, halucinatiors, numbness, paresthesias, ataxia, and extra- 
pyramidal symptoms and seizures. 

Cardiovascular: Cardiovascular effects including hypotension and tachycardia have been 
reported occasionally. 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred. 

Hematologic: Eosinophilia has been reported in a few patients. There have been occa- 
sional reports of bone marrow depression manifesting as agranulocytosis, leukopenia, 
thrombocytopenia, and purpura. 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, 
and aphthous stomatitis have been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testcular swelling, gynecomastia in males, enlarge- 
ment of breasts and galactorrhea in the female, raising or lowering of blood sugar levels, and 
syndrome of inappropriate antidiuretic hormone have been reported with tricyclic 
administration. 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing jaun- 
dice, alopecia, and headache have been occasionally observed as adverse effects. 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon 

abrupt cessation of treatment after prolonged SINEQUAN administration should be borne in 
mind. These are not indicative of addiction and gradual withdrawal of medication should not 
cause these symptoms. 
Dosage and Administration. For most patients with illness of mild to moderate severity, a 
starting daily dose of 75 mg is recommended. Dosage may subsequently be increased or 
decreased at appropriate intervals and according to individual response. The usual optimum 
dose range is 75 mg/day to 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual 
increase to 300 mg/day if necessary. Additional therapeutic effect is rarely to be obtained by 
exceeding a dose of 300 mg/day. ER 

In patients with very mild symptomatology or emotional symptoms accompanying organic eS t. Return to 
disease, lower doses may suffice. Some of these patients have been controlled on doses as < 89. 400 K ONW. Washing- 
low as 25-50 mg/day. $ ya E SS A 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage 
schedule. If the once-a-day schedule is employed the maximum recommended dose is 
150 mg/day. This dose may be given at bedtime. The 150 mg capsule strength is 
intended for maintenance therapy only and is not recommended for initiation of 
treatment. 

Anti-anxiety effect is apparent defore the antidepressant effect. Optimal antidepressant 
effect may not be evident for two to three weeks. 

Overdosage. 
A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth. 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias 
and tachycardias. 

Also: urinary retention (bladder atony), decreased gastrointestinal motility (paralytic ileus), 
hyperthermia (or hypothermia), hypertension, dilated pupils, hyperactive reflexes. 

B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary 

2. Severe: Medical management of severe SINEQUAN overdosage consists of aggressive 
supportive therapy. If the patient is conscious, gastric lavage, with appropriate precautions to 
prevent pulmonary aspiration, should be performed even though SINEQUAN is rapidly 
absorbed. The use of activated charcoal has been recommended, as has bee continuous 
gastric lavage with saline for 24 hours or more. An adequate airway should be established in 
comatose patients and assisted ventilaticn used if necessary. EKG monitoring may be 
required for several days, since relapse after apparent recovery has been reported. Ar- 
rhythmias should be treated with the approoriate antiarrhythmic agent. It has been reported 
that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in 
adults may be reversed by the slow intravenous administration of 1 mg to 3 mg of physostig- 
mine salicylate. Because physostigmine is rapidly metabolized, the dosage should be 
repeated as required. Convulsions may respond to standard anticonvulsant therapy, however, 
barbiturates may potentiate any respiratory depression. Dialysis and forced diuresis gener- 
ally are not of value in the management of overdosage due to high tissue and protein binding 
of SINEQUAN. 
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THE NEW ELCoT MF- 1000 


A micro-processor controlled 
MULTI-FUNCTION ECT unit. 


Fully computerized, programmable system with memory for patient and treatment data of 
up to 500 cases, allowing the physician to choose WAVEFORMS (bipolar as well as unipolar 
positive and negative BRIEF-PULSE plus SINE WAVE) and DOSAGE MODES (constant 
current, constant voltage and constant energy) with constant automatic monitoring of real 
patient impedance prior to and throughout entire treatment, computer-calculated constant 
adjustment of all other values, ensuring the administration of stimulus values exactly as 
programmed by the physician. 































FEATURES INCLUDE: 
Pre-programmed standard parameters in addition 
to complete programmability by the physician. 
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2-channel EEG/ECG monitoring system with 
strip-chart recorder also printing out all 
patient and treatment data 

Tiltable, ‘‘PROMPTING”’ large LCD for all 
patient and treatment data 

Impedance test and computerized safeguards 
to prevent treatment with parameters failing 
to meet recommended guidelines 
Personalized ‘TREAT CODE” to prevent 
unauthorized tampering with parameters 


Higher energy for special cases 


Possibility to interface with most personal 
and mainframe computers 


Fully insulated, splash-proof panel, mobile 
cart with accessories shelf. 


Meets or exceeds APA, RCP, IEC and UL-544 
requirements. 


Complete with all accessories and User’s 
Manual at no extra cost. 
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Lithium Prophylaxis: Myths and Realities 


Mogens Schou, M.D. 


The author examines some widely held views about 
prophylactic lithium treatment. When seen in relation 
to the factual evidence concerning lithium, these views 
require revision because they are wrong or not valid 
for treatment carried out according to present-day 
guidelines. 

(Am J Psychiatry 1989; 146:573—576) 


ithium is used in the treatment for recurrent bipo- 

lar disorder and has helped many patients. How- 
ever, it is not effective in unipolar and in rapidly cy- 
cling affective illness, in long-term use it destroys the 
thyroid gland and the kidneys, side effects of lithium 
treatment are frequent and troublesome, and lithium 
treatment curbs creativity. In addition, lithium intox- 
ications can develop capriciously even with therapeutic 
doses and serum concentrations; when used in combi- 
nation with neuroleptic drugs, lithium produces irre- 
versible brain damage; the need for frequent labora- 
tory monitoring makes lithium treatment cumbersome 
and expensive, and lithium is used too much. 

These are widely held views on lithium treatment; 
some are not complete misconceptions. Since the treat- 
ment is administered to many patients, it behooves us 
to assess the extent of the truth in these statements 
through analysis of existing evidence or provision of 
new evidence. 


This paper is based on the first David R. Wood Memorial Lecture, 
presented in Salt Lake City, May 25, 1988, and on a lecture pre- 
sented in Munich at the concluding plenary session of the Collegium 
Neuro-Psychopharmacologicum, Aug. 19, 1988. Received July 7, 
1988; accepted Oct. 26, 1988. From the Psychopharmacology Re- 
search Unit, Aarhus University Institute of Psychiatry, and The Psy- 
chiatric Hospital, Risskov, Denmark. Address reprint requests to 
Professor Schou, Psykiatrisk Hospital, 2 Skovagervej, DK-8240 
Risskov, Denmark. 

Copyright © 1989 American Psychiatric Association. 
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EFFECT IN UNIPOLAR ILLNESS 


Doubt about the efficacy of prophylactic lithium 
treatment in unipolar illness seems almost exclusively a 
U.S. phenomenon. In other parts of the world lithium 
is used with good effect in recurrent unipolar affective 
illness, and the bulk of the published evidence clearly 
indicates equal prophylactic efficacy of lithium in uni- 
polar and bipolar illness. 

There are some unanswered questions here. Are 
American psychiatrists unable to distinguish between 
neurotic or chronic depressions and recurrent depres- 
sions with symptom-free intervals? Are they too impa- 
tient to wait for the sometimes gradual onset of the 
prophylactic action of lithium? Or is unipolar illness 
diagnosed differently on either side of the Atlantic? 
These questions need answers, for it cannot be without 
interest whether American unipolar patients are 
guarded against an ineffective drug or deprived of a 
valuable treatment. 


EFFECT IN RAPID CYCLERS 


It is true that lithium treatment often fails in manic- 
depressive illness with four or more episodes per year, 
but so do all other treatments, and no comparative 
trial has yet established superiority of one therapy over 
another. One may recall that the first observation of 
relapse-preventive action against depressions was made 
in a patient with more than 10 episodes per year (1), 
that in the first systematic study of lithium prophylaxis 
several patients had many episodes per year and yet 
responded satisfactorily (2), and that lithium was 
found highly effective in a patient who for 13 years had 
suffered from a 48-hour periodic psychosis (3). 

These reflections are not meant to argue against try- 
ing levothyroxine, carbamazepine, or clorgyline in rap- 
idly cycling patients. They only serve to suggest that 
one should give the rapid cyclers a chance also with 
lithium. oN? 
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LONG-TERM EFFECTS ON THYROID FUNCTION 


Lithium’s effect on the thyroid gland was first ob- 
served in 1968 (4, 5). Recent studies have shown that 
in a group of lithium-treated patients there is a sig- 
nificant rise in mean serum thyrotropin-stimulating 
hormone (TSH) and a significant fall in mean serum 
thyroxine 6~12 months after the start of lithium treat- 
ment, but thereafter the values normalize (6, 7). 

Hypothyroidism requiring treatment may arise in 
some patients, and reports about the frequency of this 
side effect range fom 1% to 30%. These figures are, 
however, of little value when no distinction is made 
between incidence and prevalence. At the psychiatric 
hospital in Risskov my colleagues and I have carried 
out a systematic incidence study (6). In 202 patients 
who were treated with lithium for up to 6 years, hy- 
pothyroidism occurred with an incidence of 2 per 100 
years of lithium exposure; the same figure has been 
reported from Sweden (7 (7). All of our hypothyroid pa- 
tients responded to supplementary treatment with thy- 
roxine; this does:not speak of destruction of the thy- 
roid gland. 


LONG-TERM EFFECTS ON KIDNEY FUNCTION 


Observation in the 1970s of morphological kidney 
changes in lithium-treated patients generated grave 
concern among psychiatrists, who asked themselves 
whether the patients’ mental health was bought at the 
expense of their kidney function and whether patients 
given lithium treatment for many years would eventu- 
ally develop renal failure and die. Many centers de- 
cided to subject the matter to systematic scrutiny, and 
over the last decade the kidney function of more than 
800 patients has been examined in longitudinal studies 
and that of more than 2,700 patients in cross-sectional 
studies. 

The literature ‘dealing with lithium treatment and 
kidney function has recently been reviewed (8), and the 
outcome is clear. Lithium treatment does not, even 
when given for many years, lead to any change of the 
glomerular filtration rate. After more than 35 years of 
lithium use in psychiatry and after treatment of large 
numbers of patients, not a single case of renal failure 
-has been observed that can with any certainty be as- 
cribed to the lithium therapy. 

It was the morphological kidney changes that made 
such an impression in the 1970s, because they were felt 
to reflect severe kidney damage and a serious progno- 
sis. The evaluation is different today (9, 10). Structural 
changes may occur in the glomeruli of lithium-treated 
patients, but they are nonspecific and can be seen also 
in patients about to start lithium treatment. The mor- 
phological changes that are specifically associated with 
lithium treatment are confined to the distal tubules and 
collecting ducts, are reversible, and do not signify risk 
of falling glomerular filtration rate or renal failure. 

In recent years: references to “the nephrotoxic effect 
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of lithium” have appeared almost routinely in discus- 
sions about and in papers dealing with prophylactic 
alternatives to lithium. It is time that this misleading 
and anxiety-inducing practice came to an end. Lithium 


_ treatment is not nephrotoxic. 


THE FREQUENCY OF SIDE EFFECTS 


Many side effects of lithium treatment are strongly 
dependent on the treatment intensity and can be 
avoided or reduced through use of lower doses. In 
1979 at the psychiatric hospital in Risskov my col- 
leagues and | reduced lithium doses and serum levels 
by about 30%. Before 1979 the average dose and se- 
rum level were 33 mmol/day and 0.85 mmol/liter, re- 
spectively; since 1979 the values have been 23 mmol/ 
day (corresponding to a little less than 900 mg of lith- 
ium carbonate) and 0.68 mmol/liter. The frequency 
and intensity of lithtum-induced side effects have been 
markedly lower after 1979 (11—13) than before (14). 
There has been no notable reduction of prophylactic 
efficacy. 

Side effects have been studied longitudinally in the 
patients treated after 1979 (13). Complaints of trem- 
ors were presented by 5% of the patients before lith- 
ium treatment and by 15% during lithium treatment. 
The increase was transitory; after a few years of treat- 
ment the frequency did not differ significantly from the 
frequency before treatment. The patients’ body weight 
rose, on the average, 4 kg during lithium treatment. 
The increase took place within the first 6-12 months; 
thereafter the mean body weight remained constant. 
Complaints of loose stools'and urge to defecate rose 
from 1% before to 6% during lithium treatment; the 
frequency increased further at serum lithium levels 
higher than 0.8 mmol/liter. 

About one-tenth of the patients presented psycho- 
logical complaints, which might or might not have 
been caused by the lithium treatment. These com- 
plaints included memory impairment and difficulty 
concentrating, tiredness, ‘‘grayness of life,” and, in a 
few cases, altered sense of taste and lowered libido or 
potency. 

The lesson to be learned from these observations is 
that the physician should spend time and effort on 
adjusting lithium doses and serum concentrations to 
those levels which give the patient a maximum of pro- 
phylactic effect with a minimum of side effects. A se- 
rum lithium concentration between 0.5 and 0.8 mmol/ 
liter is appropriate for most patients, but adjustment to 
values outside this range is necessary for some (15, 16). 
Even within the recommended range, fine individual 
adjustment of doses and serum levels may yield bene- 
fit; sometimes a change in serum lithium level as small 
as 0.1 or 0.2 mmol/liter upward or downward can 
make all the difference for the patient’s quality of life 
during maintenance treatment. 
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EFFECT ON CREATIVITY 


Lithium treatment is given to persons who suffer 
from recurrent manic-depressive illness, and the cru- 
cial question is whether their creativity is affected more 
when the illness is treated prophylactically with lith- 
ium than when it is untreated or treated with neuro- 
leptics and antidepressants. In a study of 24 lithium- 
treated manic-depressive artists:(17), six reported that 
their creativity was lower during lithium treatment 
than before, and four of them stopped treatment for 
this reason (two resumed it later). Six artists felt no 
change in creativity, and 12 reported that they cre- 
ated more and in some cases better when lithium treat- 
ment had brought their illness under control and they 
could work with more steadiness and better artistic 
discipline. 


DEVELOPMENT OF INTOXICATION WITH 
THERAPEUTIC DOSES AND SERUM LEVELS 


The occasional appearance of single-case reports 
about lithium intoxication in patients being treated 
with “therapeutic doses” seems to have left the impres- 
sion that lithium poisoning can develop unexpectedly 
even when treatment guidelines are followed. Is that in 
fact so? 

My colleagues and I have recently recorded all lith- 
ium intoxications that occurred over a 9-year period in 
the region in and around Aarhus; serum lithium deter- 
minations for this region are carried out. by the labo- 
ratory at the psychiatric hospital in Risskov (18). For 
patients given lithium treatment in this region, the to- 
tal exposure time was about 4,900 years. Lithium in- 
toxication developed in 24 patients; none of the intox- 
ications developed without discernible cause. 

Fifteen intoxications were caused by deliberate self- 
poisoning with suicidal intent; no patient died. Per- 
haps we should impress on our patients that lithium is 
neither a pleasant nor a reliable self-destructive agent 
(19). Nine intoxications resulted from neglect of treat- 
ment guidelines. Some were caused by continued lith- 
ium treatment with unaltered dose during physical ill- 
ness with fever (four cases) and during lowered intake 
of food and fluids in a depressive relapse (one case). 
One patient’s physician gave him lithium doses that 
were too high; one patient took, in senile confusion, 
more lithium than prescribed; and two patients took 
doses that were too high because they felt good on a 
regimen of lithium and thought they would feel better 
with more lithium. No intoxication developed as a re- 
sult of decreasing glomerular filtration rate. 

Rather than of capriciousness, these findings speak 
of a high degree of predictability as far as lithium tox- 
icity is concerned; unintended intoxications can be 
avoided by adherence to treatment guidelines and 
precautions. 
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RISK INVOLVED IN COMBINING LITHIUM AND 
NEUROLEPTICS 


There is both clinical and experimental evidence that 
lithium and neuroleptic drugs can interact adversely. 
The question is whether, as has been claimed, such 
interaction typically leads to permanent brain damage, 
whether the interaction is frequent, and whether it is 
unavoidable. The evidence indicates that we can an- 
swer all three questions negatively. 

A recent analysis of the literature led to the.conclu- 
sion that permanent brain damage was no more fre- 
quent in intoxications caused by lithium given together 
with haloperidol than it was in intoxications caused by 
lithium given alone (20). Three surveys of a total of 
587 patients given combination treatment with lithium 
and haloperidol failed to find a single instance of ad- 
verse interaction (21-23). One-third of the systemati- 
cally followed Risskov patients were given neurolep- 
tics together with lithium, and yet none showed: 
evidence of adverse interaction (13). 

The critical factor seems to be the drug dose. Lith- 
ium doses should not be higher than required to pro- 
duce serum levels below 0.8 mmol/liter in most pa- 
tients and between 0.8 and 1.0 mmol/liter in a few 
treatment-resistant ones. Haloperidol administered to- 
gether with lithium should presumably not be given in 
doses higher than about 20 mg/day, and other neuro- 
leptics should be given in correspondingly moderate 
doses. If these rules are followed, there seems to be no 
reason to abandon a combination therapy that is of 
considerable value in the treatment of acute mania and 
in the maintenance treatment of schizoaffective illness. 


NEED FOR LABORATORY MONITORING 


In our cohort study no patient developed renal fail- 
ure. Increased urine volume and decreased renal con- 
centrating ability occurred in some patients, but they 
did not predict deterioration of glomerular filtration 
rate, for there was none (12). It seems doubtful 
whether the time, effort, and cost of regular determi- 
nations of creatinine clearance, serum creatinine con- 
centration, 24-hour urine volume, and renal concen- 
trating ability are justified any longer. More important 
for treatment safety are the need to alert patients and 
relatives to risk situations (physical illness with fever, 
rigorous dieting, and combined treatment with lithium 
and diuretics or with lithium and nonsteroidal anti- 
inflammatory agents) and the need to instruct patients 
not to take more lithium than prescribed. If unusual 
signs and symptoms develop, patients should contact 
the physician, and, if the need arises, laboratory testing 
should be readily available. | 

Serum lithium determinations are presumably of 
sufficient use for the monitoring of lithium treatment 
to justify their employment at the start of treatment, 
after dose changes, and when lithium intoxication is 
suspected. It may further serve a didactic purpose and 
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increase compliance that serum levels are checked at 
appropriate intervals; the length of these intervals can 
be individually customized according to the patients’ 
clinical condition, their understanding of treatment 
guidelines and precautions, and the need for contact 
between patient and psychiatrist. 

Lithium-induced hypothyroidism may simulate a de- 
pressive relapse and may therefore remain undiag- 
nosed by the psychiatrist. Determinations of serum 
TSH, a sensitive indicator of decreased thyroid func- 
tion, may help to resolve diagnostic doubts. 


THE PREVALENCE OF LITHIUM USE 


Estimates have been made of how widely lithium 
treatment is used, but they have often been based on 
unreliable methods. We have recently made a detailed 
survey of lithium use in and around Aarhus (24). The 
material for analysis was provided by information 
about patient identity submitted together with blood 
samples sent to the laboratory in Risskov for serum 
lithium determination. We. could therefore count not 
only the number of determinations carried out but also 
the number of patients actually treated. 

From the total number of patients given lithium dur- 
ing the years 1986 and 1987, we deducted the inci- 
dence of lithium treatment, i.e., the number of patients 
who started lithium treatment during this period. A 
point prevalence of 540 in a population of 372,000 
was arrived at. In other words, 1.5 of every 1,000 
persons in the population had been in lithium treat- 
ment at any given time in the region under study dur- 
ing the period under study. 

Does this mean that lithium was used too much? Or 
does it mean that lithium was used too little? These 
questions are difficult to answer. There were presum- 
ably patients who would have been better off if they 
had not been given this treatment, and there were in all 
probability patients who might have benefited if they 
had been given it. 

In the Aarhus region, prophylactic lithium treatment 
has been in fairly general use for more than 15 years. 
This presumably means that both the phase of skepti- 
cal underuse and the phase of enthusiastic overuse 


have been passed, and it may not be unreasonable to: 


assume that use'of lithium by 1.5 persons of every 
1,000 in the population is a reasonable estimate of the 
need for such therapy as used according to present-day 
indications. 


[ 
CONCLUSIONS | 


The analysis presented here indicates that the opin- 
ions presented at the start of this article are not alto- 
gether wrong, for lithium treatment may be cumber- 
some and expensive, it may produce frequent and 
troublesome side effects, and it may lead to dangerous 
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intoxications if it is used incorrectly. But we need not 
do that. Little extra effort is required to follow the. 
guidelines and precautions that ensure maximum ef- 
ficacy and safety of lithium treatment, and our manic- 
depressive patients are entitled to just that. 
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Overview of Depression and Psychosis in Alzheimer’s Disease 


Robin E. Wragg, M.D., and Dilip V. Jeste, M.D. 


The authors reviewed 30 studies on Alzheimer’s dis- 
ease to determine the prevalence and phenomenology 
of affective and psychotic symptoms in patients with 
this disorder. Depressive and psychotic symptoms oc- 
curred in 30%-—40% of the Alzheimer’s disease pa- 
tients. Isolated symptoms were two to three times as 
frequent as diagnosable affective or psychotic disor- 
ders. Paranoid delusions were the most common 
psychotic symptoms reported. Implications of the re- 
lationship of psychiatric symptoms to the clinical pre- 
sentation of Alzheimer’s disease, patterns of cognitive 
dysfunction, clinical management, and areas for future 
research are discussed. 

(Am J Psychiatry 1989; 146:577—587) 


A s the U.S. population as a whole becomes more 
elderly, dementia is becoming an increasingly fre- 
quent problem confronted by the general psychiatrist. 
Alzheimer’s disease alone accounts for approximately 
60% of all cases of dementia in patients over age 65 
(1). In his initial case report, Alzheimer (2) described a 
51-year-old woman with memory loss, disorientation, 
apraxia, depression, and persecutory delusions as well 
as delusional jealousy. Standard textbooks (3) and re- 
views in both the psychiatric and neurologic literature 
(1, 4, 5) acknowledge the occurrence of affective and 
psychotic features in patients with Alzheimer’s disease. 
Nonetheless, despite increasing interest in the biologi- 
cal basis of affective disorders and schizophrenia, there 
has not been a corresponding interest in the meaning 
and mechanisms of affective and psychotic symptoms 
in known brain disorders such as Alzheimer’s disease. 
Consequently, no consensus exists about the preva- 
lence, phenomenology, and implications of these 
symptoms in Alzheimer’s disease. 

This paper reviews studies of psychiatric symptoms 
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in patients with Alzheimer’s disease to assess 1) the 
prevalence of affective and psychotic symptoms, 2) de- 
mographic and clinical variables that may be associ- 
ated with the development of such symptoms, and 3) 
the relationship of these symptoms to the level and 
pattern of cognitive dysfunction. The rationale for 
clarifying these questions is clinical as well as theoret- 
ical. Psychiatric symptoms, when they occur, are dis- 
tressing to both the patient and his or her family or 
other caregivers. In interviews with the families and 
other primary caregivers of demented patients, Rabins 
et al. (6) found that psychotic symptoms (hallucina- 
tions, delusions) were present in approximately 50% 
of the patients and disruptive behaviors (physical vio- 
lence, hiding things, wandering, or demanding or crit- 
ical behavior) in up to 70%. The caregivers cited these 
symptoms as constituting serious problems that mate- 
rially affected the quality of life for both patient and 
caregiver. Previous studies of demented elderly pa- 
tients have suggested that even modest improvement in 
troublesome symptoms may result in substantial im- 
provement in function and in quality of life (7). In 
contrast, unmodified behavioral symptoms may be the 
critical factor in the decision to institutionalize a pa- 
tient (8). 

Research during any given period generally reflects 
the fashions and standards of its era. Consequently, 
published studies of psychiatric symptoms in Alzhei- 
mer’s disease have varied greatly in their objectives and 
design characteristics. Most of the investigations have 
been cross-sectional and descriptive in overall design, 
precluding the assessment of incidence or risk related 
to specific factors. Before 1980, most of the studies 
relied on retrospective chart reviews; since 1980, a 
large majority of the studies have used direct evalua- 
tion of patients. Similarly, the sophistication of re- 
search design and execution has improved, although 
several problems continue to be common. Broadly, 
these problems involve the study sample, methods of 
assessment, and data analysis and interpretation. 

Problems involving the study sample relate to case 
definition, source of subjects, subject selection, sample 
size, and control subjects. Case definition has been 
complicated by the absence of a clinical “gold stan- 
dard” for Alzheimer’s disease. However, the develop- 
ment of both DSM-III-R and the criteria of the Na- 
tional Institute of Neurological and Communicative 
Disorders and Stroke and the Alzheimer’s Disease and 
Related Disorders Association (NINCDS-ADRDA) (5) 
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has brought some: measure of reliability to the diagno- 
sis of Alzheimer’s' disease. 

No consistent source of subjects has predominated 
in published studies. Patients have been drawn from 
the entire spectrum of psychiatric and medical settings 
on the basis of varied inclusion criteria, which has re- 
sulted in similarly'varied outcome and, thus, poor gen- 
eralizability. Furthermore, subjects may have been re- 
ferred expressly for evaluation or management of a 
neuropsychiatric or behavioral target symptom (9, 10) 
rather than selected from samples representing de- 
mented populations “‘at risk” for such complications, 
which would result in unrealistic estimates of preva- 
lence. Bias in subject selection due to the absence of 
expressed exclusion criteria may also result in misclas- 
sification, obscuring prevalence and risk associations. 

Sample sizes have often been small or insufficient for 
the study design. Inappropriate sample size may affect 
both the validity (type I or type Il errors) and the 
strength of the inferences drawn from a study. Among 
the studies we reviewed, the median sample size was 
33 Alzheimer’s disease subjects (range=9~175}. In the 
studies that included them, normal control subjects or 
comparison groups of other demented patients consti- 
tuted even smaller samples. 

Finally, selection of control subjects should be ap- 
propriate to the questions being studied. Ideally, stud- 
ies of affective and psychotic psychopathology in Alz- 
heimer’s disease would include age-matched “normal” 
(i.e., not cognitively or psychiatrically impaired) con- 
trol subjects or “at-risk” comparison groups (e.g., pa- 
tients with dementias other than Alzheimer’s disease, 
psychiatric patients with comparable psychopathol- 
ogy) drawn from the same source as the case subjects. 
The more recent studies from longitudinal research 
projects on dementia and aging (11-14) have incorpo- 
rated these strategies. 

Methods of assessment of psychiatric symptoms 
(e.g., clear and consistent definition of target symp- 
toms, how and by whom they are ascertained) may 
materially affect the outcome of a study. Consequently, i it 
is now standard practice to use rating instruments to 
enhance precision, reliability, and generalizability in re- 
search studies. However, rating instruments routinely 
used for assessing psychopathology in general adult pop- 
ulations may have' unproven validity in relevant popula- 
tions, such as elderly normal control subjects, cognitively 
impaired patients, and so on. Some of the advantage of 
using these instruments may therefore be reduced. 

Data analysis and interpretation have been compli- 
cated by several factors. First, in many studies, despite 
precise reporting of the frequency of psychiatric symp- 
toms and the proportion of Alzheimer patients in a 
sample, it is not always possible to identify those pa- 
tients who have both Alzheimer’s disease and psychi- 
atric symptoms. ‘Second, in studies of a particular 
symptom, the size of the appropriate at-risk compari- 
son group may be obscure or unavailable. These prob- 
lems may limit both the validity and the strength of the 


inferences drawn. 
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METHOD 


We performed a computerized MEDLINE search for 
English-language citations of Alzheimer’s disease, pre- 
senile dementia, or senile dementia and affective dis- 
orders, cognition disorders, paranoid disorders, or 
psychosis. These categories were defined as specified 
by the medical subject headings of that database. Be- 
cause MEDLINE indexing does not include materials 
before 1966, we used the bibliographies of the initial 
retrievals to identify articles from older sources. 

To limit the impact of the methodological issues we 
have described, only articles specifically reporting data 
on patients with Alzheimer’s disease, presenile demen- 
tia, or senile dementia and affective or psychotic symp- 
toms were selected for review. Publications not report- 
ing new data and case reports were excluded. Some 
description of the method of diagnosing Alzheimer’s 
disease (e.g., pathology reports, clinical consensus, 
DSM-III) and of the source of patients was required 
for inclusion. Standardized delineation of the psychi- 
atric target symptoms (e.g., by rating scales) was de- 
sirable; however, this was the exception rather than 
the rule. We accepted any description of symptoms 
sufficient to categorize “depression” as depressed 
mood, major depression, or dysthymic disorder and 
“psychosis” as hallucinations, paranoid delusions, etc. 
When target symptoms were well-described but diffi- 
cult to categorize other than as “psychotic,” we as- 
signed these symptoms to the category “psychotic, not 
otherwise specified.” We identified 30 published re- 
ports that met these criteria for review. 


RESULTS 
Affective Symptoms 


Investigations of the frequency of affective symp- 
toms in patients with Alzheimer’s disease evaluated 
either a specific symptom, such as depressed or ele- 
vated mood, or a specific disorder, such as major de- 
pression or dysthymic disorder. As shown in table 1, 
studies addressing depressed mood as a symptom, ei- 
ther alone or in contrast to other features, predominate 
(10-12, 15—16, 19-23, 25, 28). 

Depressed mood. The frequency of depressed mood 
in patients with Alzheimer’s disease ranged from 0% 
to 87% in these reports (median=41%), with the 
modal frequencies most commonly between 40% and 
50%. Higher frequencies (42%—55%) tended to occur 
in samples drawn from psychiatric wards or clinics 
associated with acute care (general hospital) settings 
(16, 19, 20, 22). An exception was an investigation 
that derived its data from semistructured interviews 
with the families and caregivers of outpatients residing 
in the community (28). The authors of that study at- 
tributed the highest reported frequency of depressed 
mood (87%, based on the description of “dysphoria” 
in the DSM-III criteria for major depressive episode) 
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TABLE 1. Affective Symptoms of Patients With Alzheimer's Disease in 18 Studies* 


Method of Diagnosis 
ee TIE Mood 
Control Facility, Symptoms, 

Study AD Group? Data Source Depressed Elevated AD Disorders 

Rothschild (15) at 29 State psychiatric — AD: 1/31 (3%) Pathology Clinical 
hospital, charts MID: 4/29 (14%) — 

Sim & Sussman (16) 22 24 General hospital AD: 12/22 (55%) AD: 1/22 (5%) Pathology Clinical 
psychiatry ward, OD: 11/24 (46%) OD: 4/24 (17%) 
patients 

Rosenstock (17) 11 0 VA hospital (? neu- 4/11 (36%)°4 — Clinical Clinical 
rology/psychia- 
try), charts 

Birkett (18) 10 14 State psychiatric 1/10 (10%)°* — Pathology Own scale 
hospital, patients 

Nott & Fleminger (19) 15 20 General hospital AD: 7/15 (47%) — Clinical Clinical 
psychiatry clinic; OD: 3/20 (15%) — 

patients, charts 

Liston (20) 46 4 General hospital Ever: 23/50 (46%) — Clinical Clinical 
psychiatry ward, At onset: 15/50 — 
charts (30%) 

At diagnosis: 8/50 — 
(16%) 

Ron et al. (21) 34 0 Psychiatric hospi- 30% — Clinical Clinical 
tals: patients, 
charts 

Ballinger et al. (22) 7? 23 General hospital 42% 8% Clinical Goldberg 
geropsychiatry Depressive — interview 
ward, patients thoughts: 11% 

Reifler et al. (13) 60 25 Geriatric outpatient 17/85 (20%) — DSM-liI RDC 
clinic, patients 

Bucht & Adolfsson (23) 18 20 Dementia research’ AD: 11% AD: 17% Clinical CPRS 
group, patients MID: 0% MID: 5% 

Knesevich et al. (11) 30 30 Longitudinal mem- AD: 0% = Clinical Hamilton, 
ory and aging NC: 0% — Zung 
project, patients scales 

Kral (24) 40 0 Psychiatric hospital 6/40 (15%) — Clinical Clinical 
geriatric unit, 
charts 

Rosen et al. (25) 27 28f VA hospital psychi- as a Clinical Own scale 
atry service, pa- 
tients 

Berrios (26) 74 26 Geropsychiatry — AD: 10/74 (14%) Clinical Clinical 
referrals, patients OD: 1/26 (4%) 

Reding et al. (27) 99 57 Dementia clinic, AD: 19%" — Clinical DSM-III 
patients OD: 9%* —_ 

Cummings et al. (10) 30 15 Neurobehavioral AD: 5/30 (17%) — DSM-III = DSM-III, 
referrals, patients MID: 9/15 (60%) — Hamilton 

AD: 0/30 (0%)" scale 
MID: 4/15 (27%)* 

Lazarus et al. (12) 44 42 AD research proj- AD: 40% ai Clinical Hamilton 
ect, patients NC: 12% — scale 

Merriam et al. (28) 175 0 Outpatient neurol- 152/175 (87%) — DSM-HI = DSM-I 


ogy center, pa- 
tients 


150/175 {86%)" 


“AD=Alzheimer’s disease; OD=other dementias; NC=normal control subjects; MID=rmulti-infarct dementia; CPRS=Comprehensive Psy- 
chopathological Rating Scale; RDC=Research Diagnostic Criteria. 
Control group consisted of patients with OD unless normal control subjects are specified. 

“Depression as disorder (see text). 

“One bipolar, three unipolar depressed. 

“Bipolar. 

f Normal control subjects. - 

BNo significant difference in depressed mood between groups, but frequencies not stated; tearfulness significantly greater in AD (p<0.045). 


17%) of depressed mood were noted among dementia 
clinic outpatients and research subjects (10, 11, 23). It 
is possible that these groups constitute a more repre- 
sentative at-risk sample. Across studies, observed dif- 
ferences in frequency were not related to whether 


to the improved ascertainment that resulted from using 
data from ancillary sources. However, they acknowl- 
edged that the unusually high frequency they observed 
may have been an overestimate of the prevalence of 
this symptom. In general, lower frequencies (0%— 
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symptoms were determined by subjective patient re- 
port and/or caregiver report, by clinician assessment, 
or by depression rating scales, although direct compar- 
ison of these different methods of assessment has not 
been reported. 

Few studies compared the frequency of depressed 
mood in Alzheimer patients with that in normal elderly 
control subjects. Lazarus et al. (12) found depressed 
mood in 40% of their patients with Alzheimer’s dis- 
ease and in 12% of the normal control subjects. Two 
other studies that directly compared Alzheimer’s dis- 
ease patients and normal control subjects failed to 
demonstrate a significant difference in frequency. In 
one prospective study (11) that assessed depressed 
mood longitudinally by both the Hamilton Rating 
Scale for Depression and the Zung Depression Scale, 
no one in either group was depressed, which may not 
be representative. In the other study (25), no absolute 
frequencies were cited; thus, there was no basis for 
further evaluation. 

Four studies compared the frequency of depressed 
mood in Alzheimer patients with that in patients with 
other dementias. In three, depressed mood, measured 
by clinician assessment, was more common in the Alz- 
heimer patients. The fourth study (10), which mea- 
sured depression by the Hamilton scale, found the re- 
verse. In this instance, the method of assessment may 
have been a primary variable contributing to different 
outcomes. However, it was not always clear which 
diagnoses constituted ‘‘other dementias”; hence, the 
potential for diagnostic misclassification or the possi- 
bility of dissimilar comparison groups among these 
studies may at least partially account for the differ- 
ences in results. 

Depressive disorders. When depression was identi- 
fied in the context of specific disorders (major depres- 
sion, bipolar disorder, dysthymic disorder) and not as 
isolated mood disturbance, reported frequencies in 
Alzheimer’s disease ranged from 0% to 86% (median 
=19%), with most frequencies clustered between 10% 
and 20% (13, 18, 24, 27). The lower frequencies ap- 
peared to be a consequence of the more restrictive and 
consistent criteria required to diagnose a specific affec- 
tive disorder. Again, an exception is the report in 
which data were derived from interviews with families 
and caregivers (28). 

Only two studies compared the frequency of depres- 
sion as a disorder in Alzheimer’s disease with that in 
other dementias. One study (27) found depression to 
be more common in Alzheimer’s disease, while the 
other (10) reported the opposite. Although both stud- 
ies included dementia patients referred for outpatient 
care, the sample that exhibited a lower frequency of 
depressive disorders in Alzheimer patients was com- 
posed predominantly of inpatients referred for neuro- 
behavioral problems. Furthermore, this study com- 
pared Alzheimer patients to multi-infarct dementia 
patients only, rather than to a heterogeneous group of 
dementia patients. Thus, differences in the frequency 
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of depression as a disorder may have been mainly at- 
tributable to differences in the study samples. 
Elevated mood. In contrast to depressed mood or 
disorder, elevated mood seems to occur with consis- 
tently low frequency in Alzheimer’s disease. The stud- 
ies reported frequencies ranging from 3% to 17% (15, 
16, 22, 23, 26). Two (23, 26) of three studies that 
compared Alzheimer patients and patients with other 
dementias found elevated mood to be more common in 
Alzheimer’s disease than in other dementias. Compar- 
ison data from the normal elderly population on this 
isolated symptom are not available. Similarly, al- 
though Alzheimer patients with bipolar disorder who 
manifest predominantly depressive episodes have been 
described (18, 19), to our knowledge, none with ex- 
clusively manic episodes have been reported. 
Summary. Affective disturbance appeared to affect a 
sizable minority of the Alzheimer’s disease patients at 
some time during the course of the disorder. Depressed 
mood alone occurred most frequently (40%—50%), 
whereas actual depressive disorders (10%—20%) and 
elevated mood were less common. For a given prob- 
lem, variation in frequency seemed most related to dif- 
ferences in the study samples, especially source of pa- 
tients and treatment setting, as well as to heterogeneity 
within each diagnostic group. Assessment based pri- 
marily on subjective reports by patients and/or care- 
givers may possibly have overestimated frequency, 
whereas clinician assessment and depression rating 
scales appeared to yield comparable results. (However, 
determining the optimal methods for assessing mood 
in Alzheimer’s disease patients will require direct com- 
parison in future studies.) Although the data are equiv- 
ocal, both depressed mood and depressive disorders 
appear to be more frequent in Alzheimer’s disease pa- 
tients than in normal elderly control subjects or heter- 
ogeneous groups of dementia patients in many studies. 


Psychotic Symptoms 


Evaluation of psychotic symptoms in Alzheimer’s 
disease has been complicated by the past convention of 
referring to dementias, including Alzheimer’s disease, 
as “senile psychoses.” Consequently, in some early 
studies, psychotic symptoms in Alzheimer’s disease 
were not always distinguished from cognitive symp- 
toms and their behavioral concomitants. Even in re- 
cent studies, psychotic symptoms have variously been 
reported as specific delusions or hallucinations or in 
less readily categorizable forms (e.g., bizarre behavior, 
unusual delusions or hallucinations, or “‘psychosis’’) 
(table 2). 

Delusions. When specific delusions were considered, 
persecutory delusions were the most commonly de- 
scribed psychotic symptoms. Although reported fre- 
quencies of Alzheimer patients who had experienced 
delusions at some time in the course of their illness 
ranged from 10% to 73%, the greatest number of 
studies had clusters between 30% and 38% (median= 
33.5%). These investigations (10, 17, 22, 37) reflected 
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TABLE 2. Psychotic Symptoms of Patients With Alzheimer’s ‘Disease In 21 Studies" 


Sample Size Psychotic Symptoms Method of Diagnosis 
Control Facility, Not Otherwise Psychotic 
Study AD Group? Data Source Delusions® Hallucinations Specified? AD Symptoms 
Rothschild (15) 31 29 State psychiatric AD: 7/31 (23%) — — Pathology Clinical ` 
hospital, charts 
Goodman (29) 23 Q State psychiatric “Common” AH: 3/23 (13%) — Pathology Clinical 
hospital, charts VH: 5/23 (22%) 
Sim & Sussman 22 24 General hospital — — AD: 7/22 Pathology Clinical 
(16) psychiatry (32%) 
ward, patients 
Rosenstock (17) T1 0 VA hospital 4/11 (36%) — 4/11 (36%) Clinical Clinical 
(? neurology/ 
psychiatry), 
charts 
Birkett (18) 10 14 State psychiatric 1/10 (10%) —_ 4/10 (40%) Pathology Own scale 
hospital, pa- 
tients 
Coblentz et al. 20 10 General hospital _ —- AD: 2/10 Clinical, Clinical 
(30} neurology ser- (20%) pathol- 
vice, patients OD: 5/10 ogy 
(50%) eji 
Liston (20) 46 4 General hospital m — Ever: 16/50 Clinical Clinical 
psychiatry (32%) 
ward, charts mmm — At onset: 7/ 
50 (14%). 
oa = At diagnosis: 
2/50 (4%) 
Ballinger et al. 77 23 General hospital 38% 34% — Clinical Goldberg 
(22) geropsychiatry interview 
ward, patients 
Rabins et al. (6) 33 22 General hospital 23/49 (47%) 24/49 (49%) — DSM-III Clinical 
psychiatry ser- 
vice, caregivers 
Berrios & Brook 72 76 Geropsychiatry _ ~~ AD: 19/72 Clinical Clinical 
(31) referrals, pa- (26%) 
tients OD: 25/53 
(47%) 
Rosen et al. (25) 27 28° VA hospital psy- _ — ae. Clinical Own scale 
chiatry service, 
patients 
Berrios (26) 74 26  Geropsychiatty = AD: 21/74 26/74 (35%) Clinical Clinical 
referrals, pa- (28%) 9/26 (35%) 
tients OD: 7/26 
(27%) 
Berrios & Brook 68 34 Geropsychiatry moe — AD: 23/68 Clinical Clinical 
(32) referrals, pa- (34%) 
tients OD: 9/26 
(35%) 
Cummings (9) 27 0 Neurobehavioral 4/27 (15%) -= — DSM-III Clinical 
referrals, pa- 
tients 
Leuchter & Spar 14 15 General hospital 22/30 (73%) AH: 10/30 — DSM-III  IPSC-E 
(33) psychiatry (33%) 
ward, geriatric VH: 8/30 (27%) — 
unit; charts, 
patients 
Mayeux et al. 138 g General hospital mmm — 50/138 (36%) DSM-III BPRS 
(34) neurology ser- 
vice; charts, 
patients 
Mayeux et al. 121 G General hospital _ — 46/121 (38%)® DSM-III BPRS 
(35) neurology ser- 
vice; charts, 
patients 
Jorgensen 8 9 10 Community psy- 10/19 (53%) n 11/19 (58%) Clinical Clinical 
Monk-Jor- chiatric clinic, 
gensen (36) charts 
Cummings etal. 30 15 Neurobehavioral AD: 9/30 AH:1/30 (3%) — DSM-HI Clinical 
(10) referrals, pa- (30%)' VH: 0/30 (0%) — 
tients MID: 6/15 AH: 2/15 (13%) — 
(40%)! VH: 3/15 (20%) — 
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TABLE 2 (continued) 





Sample Size 


Control Facility, 
Study AD Group” Data Source Delusions” 
Merriam et al. 175 0 Outpatient neu- $6% 
(28) rology center; 
patients, care- 
givers 
Teri et al. (14) 127 0 Outpatient geriat- 24% 
ric clinic, pa- 
tients 
Rubin et al. (37) 110 0 Alzheimer Disease 31% 


Research Center 
outpatients 


Psychotic Symptoms Method of Diagnosis 


Not Otherwise Psychotic 
Hallucinations Specified“ AD Symptoms 
28% — DSM-III SADS-C 
21% — DSM-III Clinical 
AH: 10% 23%! Clinical Clinical 
VH: 15% 4% * 





4AD=Alzheimer’s disease; OD=other dementias; AH=auditory hallucinations; VH=visual hallucinations; MID=multi-infarct dementia; 


IPSC-E=Inventory of Psychic and Somatic Complaints, Elderly. 


PControl group consisted of patients with OD unless normal control subjects are specified. 
“Delusions in general or paranoid delusions; other specific forms of delusions classified as not otherwise specified. 
Includes unspecified psychotic symptoms, specific delusions other than paranoid, and hallucinations other than auditory or visual. 


“Normal control subjects. 


No significant difference from normal elderly control subjects; frequencies not stated. 


Frequency varied by subgroup (see text). 
“Other forms of delusions. 


' Current symptoms; past delusions in AD: 5/30 (17%), in MID: 1/15 (7%). 


! Misidentifications. 
Well-systematized delusions. 


a variety of research strategies and settings (see table 
2). Higher frequencies occurred in studies with a se- 
lective focus on delusions in heterogeneous elderly pa- 
tient groups (33, 36). In these studies, prevalence may 
have been overestimated by reporting the proportion 
of patients with Alzheimer’s disease in their samples 
(delusional patients) rather than the proportion of pa- 
tients with delusions in groups of Alzheimer or other 
demented patients. The lowest frequency occurred in a 
study that identified persecutory delusions only in the 
more restrictive diagnostic context of “‘paraphrenia”’ 
(18). 

In a well-controlled study, Cummings et al. (10) di- 
rectly compared the frequency of persecutory delu- 
sions in Alzheimer’s disease with that in multi-infarct 
dementia. Persecutory delusions were noted in 30% of 
the patients with Alzheimer’s disease and in 40% of 
the patients with multi-infarct dementia. Interestingly, 
when past delusions were compared in these groups, 
persecutory delusions had occurred more frequently in 
the Alzheimer’s disease patients (17%) than in the pa- 
tients with multi-infarct dementia (7%). The fact that 
the Alzheimer patients were significantly more im- 
paired cognitively at the time of study than were the 
patients with multi-infarct dementia may account, in 
part, for this disparity. Comparison data for the fre- 
quency of delusions in the nondemented elderly pop- 
ulation are unavailable. 

Hallucinations. The reports suggested that halluci- 
nations of any type occurred only slightly less fre- 
quently than other psychotic symptoms in Alzheimer’s 
disease (median=28%, range=21%-49%). Higher 
frequencies of hallucinations were observed in patients 
in acute care (general hospital) settings, whereas lower 
frequencies were seen in patients referred for outpa- 
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tient care. It is impossible to determine from these 
studies whether this disparity in frequency reflects mis- 
identification of coexisting delirium in hospitalized pa- 
tients, underreporting by outpatients, or some combi- 
nation of these or other factors. When the specific form 
of hallucinations was considered, visual hallucinations 
occurred somewhat more often (median=22%) than 
did auditory hallucinations (median=13%) in Alzhei- 
mer’s disease patients. 

One study that directly compared the frequency of 
hallucinations in Alzheimer’s disease with that in other 
dementias (26) found the frequencies to be essentially 
the same (28% and 27%, respectively). However, 
Cummings et al. (10), comparing the frequency of hal- 
lucinations in Alzheimer’s disease and in multi-infarct 
dementia, found that both auditory and visual hallu- 
cinations were more common in multi-infarct demen- 
tia (auditory hallucinations, 3% and 13%; visual hal- 
lucinations, 0% and 20%, respectively). Berrios (26) 
studied patients with a specific clinical syndrome, 
of which Alzheimer patients were only a fraction, 
whereas Cummings et al. (10) studied Alzheimer and 
multi-infarct dementia patients; this may explain the 
difference in outcomes. 

Psychotic symptoms not otherwise specified. Psy- 
chotic symptoms that were consistently described but 
difficult to categorize were reported some time during 
the course of Alzheimer’s disease in 20%—58% of the 
patients (median=34.5%). As with specified delusions, 
frequencies clustered between 30% and 40% in eight 
of the 12 studies that reported such symptoms (16-18, 
20, 26, 32, 34, 35). Similarly, the higher frequency 
noted in a study of psychotic symptoms (36) in a het- 
erogeneous group of elderly patients, rather than spe- 
cifically in Alzheimer or other demented patients, may 
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have overestimated the occurrence. Although there is 
still reasonable debate about whether such symptoms 
are truly psychotic or are the consequence of severe 
confusion per se, Rubin et al. (37) argued that, partic- 
ularly for misidentification of people or images, bizarre 
behavior associated with unusual cognitive or percep- 
tual events justifies inclusion of these phenomena as 
psychotic. 

Several investigators compared the frequency of psy- 
chotic symptoms not otherwise specified in Alzhei- 
mer’s disease with that in other dementias. Berrios and 
Brook (31), in studies of psychopathology in hetero- 
geneous groups of elderly patients, and Coblentz et al. 
(30), in a clinical analysis of CSF dynamics in presenile 
dementia patients, found such symptoms to be more 
common in patients with other dementias. However, 
the absolute frequencies of psychotic symptoms for 
both of these patient groups were lower (20%—26%) 
than those in most other reports, suggesting that these 
studies may not have been representative. Interest- 
ingly, in two other studies (26, 32), Berrios’s group 
reported essentially equal frequencies of psychotic 
symptoms in Alzheimer’s disease and in other dementias. 

Summary. Psychotic symptoms in some form have 
been generally reported to affect approximately one- 
third of Alzheimer’s disease patients at some time, al- 
though a broad range of frequencies has been ob- 
served, Disparities in observed frequencies may be 
attributable to different primary research questions 
and strategies (especially selection of patient samples) 
among the studies, although results of methodologi- 
cally stronger and weaker investigations overlap con- 
siderably. Delusions—particularly, simple, persecutory 
delusions—were the most commonly observed psy- 
chotic symptoms, occurring at a median frequency of 
34%. Hallucinations and psychotic symptoms not oth- 
erwise specified were noted with similar, although 
slightly lower, frequency. The evidence is equivocal 
about whether the frequency of psychotic symptoms in 
Alzheimer’s disease differs from that observed in other 
dementias. 


Associated Factors 


Although female gender and past or family psychi- 
atric history have been implicated as risk factors 
for Alzheimer’s disease itself, no studies addressed 
whether these factors specifically predispose to devel- 
oping affective or psychotic symptoms in Alzheimer’s 
disease. Similarly, several studies suggested that both 
visual and auditory impairment were more common in 
psychotic elderly patients, with and without dementia 
(10, 26, 31, 33). However, neither the presence of nor 
the type of sensory impairment distinguished psychotic 
Alzheimer patients from other patient groups (33). 
Therefore, the precise relationship of sensory impair- 
ment to psychotic symptoms in Alzheimer’s disease has 
not been clarified. 

One issue is whether specific clinical subtypes of Alz- 
heimer’s disease are associated with affective or psy- 
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chotic symptoms. Mayeux et al. (35) reported four 
clinical subtypes differing in degree of cognitive im- 
pairment, rate of cognitive decline, neurologic symp- 
toms, and psychiatric symptoms. On initial evaluation, 
patients with extrapyramidal symptoms had psychotic 
symptoms twice as frequently (50% versus 26.6%) as 
patients without extrapyramidal symptoms. When 
drug-induced extrapyramidal symptoms were consid- 
ered separately, the frequency of psychotic symptoms 
was three times that of those who were unaffected. 
Patients with extrapyramidal symptoms or drug- 
induced extrapyramidal symptoms had greater cogni- 
tive impairment than those without these symptoms 
(mean modifed Mini-Mental State scores were 21.7, 
10.4, and 30.5, respectively). A similar pattem was 
observed for patients with myoclonus: the initial fre- 
quency of psychotic symptoms was higher (45% ver- 
sus 37%) and cognitive impairment was greater (mean 
modified Mini-Mental State scores=16.2 versus 26.9) 
than for patients without myoclonus. The authors sug- 
gested that subgroups of patients with extrapyramidal 
symptoms or myoclonus, psychosis, and more pro- 
nounced cognitive impairment may have a more gen- 
eralized form of Alzheimer’s disease with more wide- 
spread deterioration of neurotransmitter systems than 
is typically seen (35). 

A parallel issue is the relationship of the clinical 
stage of Alzheimer’s diséase (i.e., the specific signs and 
symptoms that characterize the progression of the dis- 
ease from early to advanced) to the occurrence of psy- 
chiatric symptoms. The considerable literature on “de- 
pressive pseudodementia” highlights the difficulty of 
initially distinguishing between depression and demen- 
tia. First, there is often an overlap in cognitive and 
vegetative symptoms between the two conditions. Fur- 
thermore, Alzheimer patients, even those with only 
mild cognitive impairment, may have difficulty accu- 
rately describing subjective affective states that may 
accompany more observable symptoms. Nonetheless, 
a greater frequency of affective symptoms early in the 
course of Alzheimer’s disease has been inferred. In ad- 
dition, there is a paucity of specifically validated diag- 
nostic instruments for depressed demented patients. 
Nevertheless, a growing body of evidence suggests the 
coexistence of affective and cognitive disturbances in 
the elderly (38). Several of the studies we reviewed 
confirmed these observations. Moreover, both Kral 


(24) and Reifler et al. (13) noted depressive symptoms 


in a proportion of patients in advanced stages of Alz- 
heimer’s disease. To our knowledge, no investigation 
has addressed the relative frequency of affective symp- 
toms across clinical stages in Alzheimer’s disease or 
their course longitudinally in the disease. 

The relationship of psychotic symptoms to the clin- 
ical stage of Alzheimer’s disease presents a similar 
problem. Two (16, 30) of three studies reported that 
psychosis occurred in the later stages of Alzheimer’s 
disease. On the other hand, the study which reported 
that psychosis occurred early in the course of Alzhei- 
mer’s disease (29) was performed by investigating 
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post-mortem diagnoses of patients in a state psychiat- 
ric hospital, a design which may have biased the results 
toward finding an early occurrence of psychosis. Con- 
sequently, the data on the relationship of psychotic 
symptoms to the clinical stage of Alzheimer’s disease 
are equivocal. 


Cognitive Function and Psychiatric Symptoms 


Despite considerable research emphasis on the cog- 
nitive aspects of Alzheimer’s disease, few studies have 
examined the relationship of cognitive function to the 
occurrence of psychiatric symptoms. One question is 
whether the occurrence of affective or psychotic symp- 
toms is related to the degree of cognitive dysfunction. 
This issue runs parallel to the question of clinical stage, 
of which cognitive impairment is a dramatic and often 
determining characteristic. Reifler et al. (13) and Mer- 
riam et al. (28) directly assessed both the degree of 
cognitive impairment and the prevalence of depression 
in Alzheimer’s disease. Both groups found depression 
more frequently in the patients with less severe cogni- 
tive impairment. However, Merriam et al. judged this 
difference to be statistically but not clinically signifi- 
cant in their study. 

Six studies addressed the relationship of global cog- 
nitive function and psychotic symptoms. Three of 
these studies (9, 10, 15), although differing widely in 
objectives and design, suggested that psychotic symp- 
toms—specifically, delusions—were more likely to oc- 
cur in patients with higher levels of cognitive function. 
Consequently, Cummings et al. (10) advanced the hy- 
pothesis that some degree of cognitive integrity may be 
necessary to generate and maintain delusions. On the 
other hand, Teri et al. (14), in a prospective study of 
recently referred patients with Alzheimer’s disease, 
found no significant difference in the frequency of hal- 
lucinations or suspiciousness at different levels of cog- 
nitive function. Another investigation of a similar sam- 
ple reported an association between hallucinations, 
but not paranoid phenomena, and greater cognitive 
impairment (28). Finally, Mayeux et al. (34) noted sig- 
nificantly greater cognitive impairment in patients who 
had displayed psychotic symptoms at some earlier 
time. 

Unfortunately, most of the published studies that 
have addressed this topic have been cross-sectional or 
retrospective. Consequently, the exact nature of any 
association between cognitive impairment and psy- 
chotic symptoms in Alzheimer’s disease remains am- 
biguous. Mayeux et al. (34), who retrospectively ex- 
amined the rate of cognitive decline in Alzheimer 
patients with psychosis, noted significantly more rapid 
deterioration in those patients, Therefore, while some 
reported studies appeared to support an association 
between less severe cognitive dysfunction and the oc- 
currence of associated psychotic symptoms in Alzhei- 
mer’s disease, the possibility exists that early occur- 
rence of psychosis defines a subset of patients with a 
more aggressive course in whom cognitive impairment 
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and psychotic symptoms are more closely linked. To 
clarify the problem, additional longitudinal study of 
the relationship between psychiatric symptoms and the 
progression of cognitive deficits will be required. 

A related question is whether specific patterns of 
cognitive impairment identify Alzheimer’s disease pa- 
tients with associated affective or psychotic symptoms. 
Various studies (39-43) have suggested that specific 
patterns of cognitive impairment reflect corresponding 
underlying patterns of both structural and functional 
impairment. For example, Martin et al. (42) reported 
that in Alzheimer patients a predominance of word- 
finding deficits or visuoconstructive impairment corre- 
sponded to relatively greater left and right temporopa- 
rietal glucose hypometabolism, respectively. There is 
an emerging body of evidence suggesting a similar re- 
lationship for various psychiatric symptoms, e.g., a 
‘‘hypofrontal” pattern of regional bloc : flow and glu- 
cose metabolism exhibited by schizophrenic patients 
with predominantly negative symptoms (44). If analo- 
gous associations of cognitive impairment or psycho- 
pathology with specific measures of structural and 
functional impairment can be demonstrated in Alzhei- 
mer’s disease, an additional question would be whether 
the underlying site(s) of dysfunction implied by specific 
cognitive impairments and specific psychiatric symptoms 
correspond, thus suggesting a possible unifying mecha- 
nism for both types of symptoms. 

To our knowledge, no published study has directly 
examined these questions in Alzheimer’s disease. How- 
ever, in a preliminary investigation of Alzheimer pa- 
tients, we found a possible association between the 
presence of delusions and deficits on certain neuropsy- 
chological tests. If confirmed, these findings may sup- 
port the existence of a subset of Alzheimer’s disease 
patients in whom psychotic symptoms are associated 
with specific patterns of cognitive dysfunction. Exam- 
ination of the relationship between these findings and 
findings from advanced brain imaging techniques in 
the same patients may help to elucidate underlying 
sites of dysfunction involved in the development of 
psychotic symptoms. 


DISCUSSION 


Our review suggests that a substantial proportion of 
all patients with Alzheimer’s disease may experience 
concomitant psychopathology at some time during the 
course of their illness. Isolated affective or psychotic 
symptoms complicate Alzheimer’s disease two to three 
times more frequently than do full-blown psychiatric 
disorders. Aside from the distinction between isolated 
symptoms and actual disorders, heterogeneity within 
diagnostic groups and differences in the source of sub- 
jects appear to account for much of the variability 
among studies. Surprisingly, the use of standardized 
symptom rating scales rarely seemed to alter the esti- 
mates of symptoms obtained by clinical assessment, 
although no direct comparison was reported; both 
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types of assessment seemed to produce more conserv- 
ative estimates than did relying on subjective patient 
and/or caregiver reports. 

Another consistent observation was the tendency of 
studies conducted in acute care settings to see a greater 
frequency of psychiatric symptoms in patients with 
Alzheimer’s disease. At least two explanations are pos- 
sible. First, there may have been more reliable ascer- 
tainment of symptoms at these more controlled sites. 
Alternatively, patients seen in acute care settings may 
have represented a more severely affected subset in 
whom psychiatric symptoms were more common. 
Longitudinal studies that examine the same cohorts in 
both community and acute care settings may help to 
distinguish between these possibilities. 

There are several potential limitations to the possi- 
ble conclusions from this review that may reflect the 
methodological problems noted earlier. Our review 
strategy retrieved a relatively small number of studies 
spanning several decades, during which consensus and 
precision with repect to descriptive phenomenology 
and diagnostic criteria for both Alzheimer’s disease 
and affective and psychotic psychopathology have 
evolved. We may have sacrificed some breadth of data 
for the sake of reviewing somewhat more comparable 
reports in the hope of achieving interpretable results. 
Nevertheless, the studies we reviewed varied widely in 
some respects; however, if our criteria for inclusion 
had been too strict, we would have had very little to 
review! 

A more critical issue, however, is whether the meth- 
odological limitations both of the published studies 
and of our review strategy allow any reasonable con- 
clusions about psychopathology in Alzheimer’s dis- 
ease. A correct inference may be drawn even from a 
methodologically flawed study. In that case, it is the 
strength rather than the validity of the inference that 
may be compromised. Moreover, any review of pub- 
lished research reports yields to a degree of publication 
bias (tendency to publish reports with “‘significant” 
findings rather than studies with negative findings, 
however well-executed). In the studies we reviewed, 
accurate estimates of prevalence and potential associ- 
ations with demographic or clinical factors may have 
been obscured by small samples and/or misclassifica- 
tion bias. Furthermore, hypotheses that psychiatric 
symptoms occur more (or less) frequently in patients 
with Alzheimer’s disease than in patients with other 
dementias or in an age-comparable nonpatient popu- 
lation have not been adequately tested. Thus, there may 
be limited generalizability of the published observations. 

To enhance both the validity and strength of infer- 
ences in future analyses, we suggest that the following 
recommendations receive particular attention in Alz- 
heimer’s disease research. 

1. Specific a priori hypotheses related to psychopa- 
thology in Alzheimer’s disease should be identified and 
tested in each study. 

2. The characteristics of the study sample, particu- 
larly the source of patients and the selection proce- 
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dures, should be clearly reported, so that the represen- 
tativeness and comparability of cases and control 
subjects can be established. Larger sample sizes might 
enhance representativeness. 

3. The design should be prospective and longitudinal 
to facilitate research involving the course of affective 
and psychotic symptoms as they relate to the course of 
Alzheimer’s disease. 

4. Case definition should be standardized by valid 
criteria, and target symptoms should be assessed by 
reliable and valid rating instruments. 

5. Statistical analysis should be appropriate to the 
hypotheses and the sample characteristics; for exam- 
ple, subjects should be stratified by relevant secondary 
criteria, such as inpatient or outpatient status, commu- 
nity or institutional residence, clinical stage or level of 
cognitive function, past or family psychiatric history, 
sensory impairment, or potentially confounding med- 
ical diagnoses when these have not been criteria for 
exclusion. This will allow comparison on these fea- 
tures and the possible identification of particular sub- 
sets of patients at greater risk. 

6. Conclusions that may reasonably be drawn from 
the study should be clearly reported, implications for 
the specified a priori hypotheses should be discussed, 
and hypotheses for further study may then be proposed. 

Numerous questions remain about the theoretical 
and clinical ramifications of affective and psychotic 
symptoms in Alzheimer’s disease. Despite their consid- 
erable prevalence, the incidence and precise lifetime 
risk of affective and psychotic symptoms in Alzhei- 
mer’s disease are still to be established. Likewise, the 
precise meaning and mechanisms of psychiatric symp- 
toms in Alzheimer’s disease remain undetermined. Be- 
cause both Alzheimer’s disease and isolated psychiatric 
symptoms are relatively frequent in elderly persons, it 
is to be expected that these processes, if independent, 
would be superimposed in some individuals. However, 
the reported prevalence estimates for both affective 
and psychotic symptoms in Alzheimer’s disease appear 
to rule out the possibility that this coincidence alone 
accounts for the observed frequency of psychiatric 
symptoms in Alzheimer patients. ~ 

Several alternative explanations can be proposed. 
One possibility is that preexisting psychopathology in 
some way predisposes to the development of Alzhei- 
mer’s disease. As noted previously, there are insuffi- 
cient published data to support or refute such a rela- 
tionship. A further possibility is that psychotic and 
affective symptoms in Alzheimer’s disease can be ade- 
quately explained on the basis of cognitive impairment 
itself. For example, paranoid phenomena in Alzhei- 
mer’s disease have been explained as an adaptive re- 
sponse to a decreased ability to comprehend reality 
owing to declining cognitive function (10). Similarly, 
depressive phenomena have been attributed to reaction 
to the multiple losses attendant on cognitive deterio- 
ration (24). However, one might then expect a more 
idiosyncratic expression of these symptoms in response 
to individualized meaning and circumstances, rather 
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than the consistent phenomenology that was observed 
across these studies, which makes the explanation that 
these symptoms are simply misinterpretations arising 
from cognitive deficits or reactions to cognitive deficits 
unconvincing. An alternative explanation is that in 
some Alzheimer patients, affective or psychotic symp- 
toms (or both), rather than occurring coincidentally or 
in reaction to cognitive deficits, arise as manifestations 
of a common pathophysiology attributable to Alzhei- 
mer’s disease itself. This hypothesis requires further 
direct evaluation. Whether affective and psychotic pro- 
cesses in patients. with Alzheimer’s disease are distinct 
from similar processes in patients without Alzheimer’s 
disease is a related question. Similarly, the relationship 
between concomitant affective and psychotic symp- 
toms in Alzheimer’s disease bears examination. 

Recent technological advances facilitate specific psy- 
chobiological strategies to elucidate these questions. 
Examination of putative biological correlates (sleep, 
neuroendocrine and psychopharmacological probes, 
etc.) of “primary” affective and psychotic processes 
may help determine whether phenomenologically sim- 
ilar processes in’ Alzheimer’s disease have the same 
neurobiological substrate. Similarly, advanced brain 
imaging techniques [magnetic resonance imaging, pos- 
itron emission tomography, single photon emission 
computerized tomography), which permit localization 
of function (i.e., metabolic activity), may enhance an 
integrated understanding of underlying site(s) of dys- 
function and symptom patterns. For example, it would 
be possible to test whether Alzheimer’s disease patients 
with paranoid symptoms exhibit greater frontotem- 
poral dysfunction, evidenced by neuropsychological 
patterns and brain imaging, as might be expected from 
hypothesized sites of psychotic symptom generation. 

The preceding strategies focus on patients with Alz- 
heimer’s disease only. However, relevant information 
can also be obtained by studying the risk and phenom- 
enology of Alzheimer’s disease and of psychiatric 
symptoms complicating Alzheimer’s disease as these 
may develop in patients who already have another dis- 
order—psychiatric, medical, or neurologic—of rela- 
tively known neurobiology. Similarly, parallel studies 
of other dementing disorders may clarify the relevance 
of affective and psychotic symptoms in these condi- 
tions and, by comparison, contribute to a like under- 
standing in Alzheimer’s disease. 

Finally, in addition to tackling the still unanswered 
theoretical questions, future research must incorporate 
a clinical focus. Treatment studies of affective and psy- 
chotic processes in Alzheimer’s disease have been in- 
frequent. At present, published data are insufficient to 
guide clinical management precisely. However, given 
that psychiatric symptoms complicate the course of the 
disease in a substantial percentage of Alzheimer pa- 
tients, each patient should be examined expressly for 
depressive or psychotic symptoms. When such symp- 
toms are identified, clinicians should also consider the 
impact of these'symptoms on the patient and the 
caregiver, as well as how much benefit may be gained 
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from treatment of potentially reversible symptoms. 
These issues are important because they are often prac- 
tical determinants of the quality of life for patients and 
their families. Since discussion of specific treatment op- 
tions is beyond the scope of this paper, we refer the 
reader to a recent review (45). 

As the proportion of the population at risk for Alz- 
heimer’s disease increases, the number of individuals 
with psychiatric complications of the disease will 
grow. The challenge of integrating theoretical knowl- 
edge about disease nosology, mechanisms, and biopsy- 
chosocial correlates into a conceptual framework to 
meet this emerging clinical exigency will be of interest 
to general psychiatrists and investigators alike. 
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An Ethnomedical Perspective of Anglo-American Psychiatry 


Horacio Fabrega, Jr., M.D. 


Although psychiatry is part of Western biomedicine 
and its roots in neurobiology are widely appreciated, 
Anglo-American psychiatry addresses social behavior 
that is deviant and potentially stigmatizing and is said 
to uniquely engage in social control. Moreover, its con- 
cerns overlap and compete with those of other regula- 
tory institutions of the state. For these reasons, the 
manner in which psychiatry operates ts subject to chal- 
lenge, criticism, and controversy. The author proposes 
that a look at psychiatry from the vantage point of 
ethnomedicine—the comparative study of medical sys- 
tems—can enhance an appreciation of the current con- 
troversies in psychiatry and psychiatry’s role as a med- 
ical institution. 


(Am J Psychiatry 1989; 146:588-596) 


E thnomedicine is the study of how illness problems 
are realized and dealt with in different societies 
(1-4). Emphasis is given to social and cultural factors 
(5, 6). A fundamental property of ethnomedicine is 
that it is comparative. The beliefs, attitudes, and ac- 
tions surrounding illness and healing and the relation 
of these to symbolic themes in the society have been a 
dominating focus. Small-scaled societies have usually 
been the object of study. However, an ethnomedical 
rationale can and has been used to study complex so- 
cieties. In such societies, historical and sociological fac- 
tors that affect the structure, organization, and politi- 
cal economic foundations of medical institutions must 
also be considered. A basic requirement is that empha- 
sis be given to “ethno” phenomena, namely, what is 
ordinarily meant by ethos, culture, and symbolic sys- 
tems. Another requirement is that knowledge drawn 
from comparative studies of medicine be used to in- 
form the study in an important way. 

Research in ethnomedicine shows that all people 
experience illness and that all societies have practition- 
ers or healers who treat them using accumulated 
knowledge and traditions (1—4, 7, 8). Ethnomedical 
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scientists analyze illness as a behavioral and symbolic 
entity that is not valued and requires corrective action. 
Cultural conventions about well-being and social func- 
tion are used as norms to establish that someone is ill 
(7). The knowledge of illness and medical treatment is 
an important element of the culture of a society. Eth- 
nomedical concepts of wide applicability are used to 
describe and explain how medical problems are han- 
dled in a society (9, 10). They cover many topics, such 
as the objects of concern (e.g., illness, disease), concep- 
tualizations about them (e.g., explanatory models, the- 
ories of illness), the values and meanings surrounding 
illness and how these develop and are manifest (e.g., 
semantic networks of illness, production of medical 
knowledge, idioms of distress), the persons who treat 
illness (e.g., practitioners, shamans), and the social 
practices and institutions that embrace all of these 
(e.g., medical system, social relations of sickness, the 
professional sector). Some of these concepts can be 
used to study biomedicine as a system of medicine and, 
especially, psychiatry as a component of it. 


AN ETHNOMEDICAL LOOK AT ANGLO-AMERICAN 
ILLNESS 


Medicine in contemporary Anglo-American society 
is dominated by the biomedical theory of illness (7). 
Moreover, governments certify this theory in that state 
agencies support, supervise, and regulate its refinement 
and implementation rather than lay theories of illness. 
The production of medical knowledge in our society 
has yielded a distinctive cultural reality to illness: the 
real or possible existence of an underlying state of dis- 
ease (disordered physical-chemical or physiological 
systems) is all important. As a feature of seculariza- 
tion, the technology of biomedical engineering renders 
the social relations of sickness and treatment in the 
professional sector impersonal and bureaucratic, yet 
clothed in the traditions of healing and caring, the eth- 
nomedical verities of medical practice (11—15). 

In Anglo-American medicine, to diagnose, to pre- 
scribe treatment, and to elicit cooperation in a medical 
regimen are to ally with the person ill and to conduct 
a dialogue with him or her about the disease. Aspects 
of the self are implicated in this dialogue, since coop- 
eration is required and references and procedures are 
directed at the person’s physical traits. It is clear, more- 
over, that decisions of nonpsychiatric physicians carry 
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social control functions (e.g., decisions involving the 
determination of disability) and that social policies re- 
lated to diagnosis can lead to the abrogation of civil 
liberties (e.g., quarantine). Medical labels, thus, have 
social, political, and moral implications (i.e., medical- 
ization) (16). However, on the whole, medical diagno- 


sis does not logically implicate the self and behavior 


but, rather, focuses on abstracted parts or systems of 
the body. Moreover, unlike the practices of psychia- 
trists, the practices of general physicians do not usually 
involve them in personal inquiries about the self and its 
social adjustment or in deliberations of agencies and 
institutions of the state. 


AN ETHNOMEDICAL LOOK AT PSYCHIATRIC 
ILLNESS 


Explanatory models, illness theories, and the seman- 
tics of illness are different in Anglo-American psychi- 
atry than.they are in the rest of Anglo-American med- 
icine (7, 17, 18). Disease is a more problematic entity. 
Research involving the genetics, neurochemistry, neu- 
rophysiology, and neuropsychology of schizophrenia 
and disturbances of mood, for example, attests to the 
importance of disease. However, it is not yet possible 
to diagnose psychiatric disease by using purely techni- 
cal procedures or to specify precisely which disease 
mechanisms accurately account for specific illness con- 
figurations. Moreover, there are diagnostic categories 
for which no disease candidates appear immediately 
forthcoming (somatoform, dissociative, and psycho- 
sexual disorders, for example). If the “brain lesions” of 
“traditional” disorders are poorly understood and the 
factors that set them awry are unclear, the putative 
cerebral disease mechanisms of such disorders can be 
described as nebulous and it is arguable whether the 
explanatory models of biomedicine are appropriate. 

In psychiatry, definitions of criteria of illness remain 
anchored in behavior. Although the language of psy- 
chopathology is highly secularized and appears to rest 
on a positivistic framework (19, 20), it cannot be said 
to refer to impersonal and technical things but to po- 
tentially highly personal components of the self, since 
beliefs, intentions, and modes of thinking and feeling 
are implicated (21). Psychiatrists’ concerns with ad- 
justment to reality and/or social impairment, for ex- 
ample, necessarily plunge them into a consideration of 
the institutional framework in which individuals exist 
as moral beings. In short, whereas dialogues about dis- 
ease in general medicine and surgery are commentaries 
about the physical body and indirectly about the self, 
in psychiatry they are direct commentaries on and of 
the self. Psychiatric diagnosis and treatment, then, nec- 
essarily entail a medicalization of social and psycho- 
logical behavior in a way different from general med- 
icine and surgery. Furthermore, insofar as conventions 
of diagnosis rest on social and personal norms and 
diagnostic indicators on deviations from them, psychi- 
atric diagnosis must entail marking social and psycho- 
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logical (i.e., self) deviance. Finally, since a lack of value 
and a need to act correctively are intrinsic to the idea 
of illness, it follows that psychiatric diagnosis and 
treatment can be personally controlling. 


THE SOCIAL “PROBLEMATIQUE” OF 
ANGLO-AMERICAN PSYCHIATRY 


The history of how Anglo-American psychiatry 
came to have this logical tie to the self and its social 
ramifications is complex. One part involves the evolu- 
tion of biomedicine. The beginnings are in the early 
modern period and involve deliberations of the Royal 
College of Physicians at the time when biological sci- 
ence was beginning to differentiate from alchemy and 
astrology. This goes on to the modern era, with devel- 
opments in the mature sciences that have allowed ever 
more precise and technical inroads into the body (11— 
155 22029), E 

Another part of the history of psychiatry involves 
the evolution of policies of the modern state related to 
the care of the mentally ill. This includes, in particular, 
activities that led to the creation and growth of the 
asylum. The history of the asylum traces its handling, 
first of the poor and disabled, then of segregated forms 
of different types of deviants, and, eventually, of the 
insane (24—36). Integral to this history is the growth of 
the profession of psychiatry. Nineteenth-century asy- 
lum superintendents (“‘alienists” and “‘mad-doctors’’) 
were socially empowered to care for increasing num- 
bers of dependent, needy, and mentally ill persons. 
These superintendents became prominent in a society 
marked by industrialization, an increasingly dominant 
market economy, and demographic transitions in the 
late eighteenth and early nineteenth centuries. The mo- 
tives and strategies of these “protopsychiatrists” as 
well as the bases for their claims and rationale have 
been critically analyzed in recent years. Nonetheless, 
the activities of these individuals and their successors 
led eventually to a sharpening of the science of psy- 
chopathology and psychiatric classification. Moreover, 
their social and political instincts led them to seek a 
professional identity through accreditation and licens- 
ing procedures, thereby creating colleges of medical 
psychology and psychiatry. This professionalization 
was instrumental in facilitating and promoting re- 
search on the brain. 

Viewed ethnomedically, what stands out in this his- 
tory is the importance of political and economic fac- 
tors (social policing and rehabilitation, for example), 
the concomitant, heavy emphases on rationalizing 
symbols and/or ideologies (involving moral worth and 
humanitarianism, for example), and the dominance of 
the state in the way the psychiatrically ill were han- 
died. Implications of these factors for understanding 
the stigma of psychiatric illness remain to be worked 
out. We lack information on how the psychiatrically ill 
were handled in other civilizations. However, we 
know that in elementary societies they are not dealt 
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with in any special way compared with others who are 
ill and dependent. In eighteenth- and nineteenth-cen- 
tury Anglo-American society, however, problems at- 
tending the volume and concentration of madness and 
the real and/or perceived threat that this posed to the 
state proved influential in the way the psychiatrically 
ill came to be defined and handled (25—28). This topic 
is complex and controversial, the object of serious 
scholarly debate in historical sociology, and central to 
the criticisms of antipsychiatrists (37). It is not clear if 
a sharp rise occurred in the number of psychiatrically 
ill or whether “madness” became more visible and 
burdensome because of the transformations in society 
(38, 39). Changes in social structures could have ren- 
dered obsolete old familial and communal modes of 
caring for the mentally ill, resulting in a need for the 
asylum and institutionalization. Alternatively, changes 
in structures of the self, coincident with the social 
changes and contextualized through evolving ideas of 
individualism and classical liberalism, may have re- 
quired modes of adaptation that people deemed mad 
or insane were simply unable to meet (40). 

The solution of these problems took on moral and 
political overtones (41—44). This was inevitable be- 
cause the solution required control and regulation of 
dependent and needy people and took place in the con- 
text of new ideas involving civil liberties. This was 
bound to affect those who were the objects of care as 
well as the caretakers. That psychiatry came to be 
identified with problems involving the control and reg- 
ulation of the deviant and marginal clearly set it apart 
from other medical disciplines, and this association is 
part of its social tradition. The association is still in- 
tegral today, mirrored in the semantic network that 
embraces psychiatric illness and conditions its prob- 
lems in the medical system and in the society at large 
(45—50). 

What can be termed a social “problematique” thus 
characterizes the rationale and practice of contempo- 
rary Anglo-American psychiatry, which deals with 
medical phenomena that have moral and political con- 
notations in a society in which medicine has become a 
quintessentially abstract, impersonal, and secular en- 
terprise. In conceptualizing and dealing with different 
forms of social deviance, psychiatry strays outside the 
sphere of its sibling disciplines. Moreover, it can entail 
a control of the individual and/or an exculpation of his 
or her actions through a medicalization of the self, and 
this earns it opprobrium. The totality of these issues 
has led critical observers to underscore the role of psy- 
chiatry in what Kittrie (46) has termed the ‘“‘thera- 
peutic state.” 

The social “‘problematique”’ is mirrored in the insti- 
tutional role that psychiatry plays compared with 
other medical disciplines. Although its object is still the 
person in all of his or her behavioral complexity, psy- 
chiatry carries out highly visible corporate and institu- 
tional functions. As a medical discipline with its own 
professional association and as a component of so- 
ciety’s medical institutions, it of necessity plays a role 
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in medical policy. However, in the political economy 
and structure of modern society, corporate psychiatry 
becomes involved in the deliberations of other institu- 
tions having patent social control functions—in the 
welfare system, the courtroom, the military, and eval- 
uations for industries, for example. In this arena, what 
psychiatry stipulates with respect to illness and treat- 
ment and how it construes and deals with illness be- 
haviors are geared to the needs of the institution as a 
regulatory agency. To the extent that individuals’ 
needs are overlooked or their full citizenship is ques- 
tioned or suspended, their long-term credibility is in- 
jured regardless of any medical and/or social advan- 
tages that may accrue in the short run as a consequence 
of the pursuit of corporate functions. 

The clinical-individual and corporate-institutional 
directives of psychiatry can be inconsistent and occa- 
sion conflict and controversy. To address persons in 
the individualistic mode is to seek their well-being as 
social and psychological creatures. Here psychiatry is 
engaged in the time-honored and altruistic pursuit of 
the medical practitioner-shaman and, given the defini- 
tion of psychiatric illness as opposed to medical-sur- 
gical illness, embraces individuals in their full human- 
ity. Conversely, to address persons in the institutional 
mode is to potentially thwart, discredit, and/or weak- 
en their full citizenship through psychiatric labeling 
and, eventually, exculpation and/or control if not co- 
ercion. By virtue of promoting goals and pursuits that 
are opposed and in competition, the conflict in func- 
tions can prove burdensome to patients, psychiatrists, 
and society. 


HISTORICAL ANTECEDENTS OF THE SOCIAL 
“PROBLEMA TIQUE” 


The social “problematique”’ of psychiatry has deep 
historical roots. Social historians have made clear the 
many social functions that medical practitioners 
played in early premodern England. In addition to di- 
agnosing and treating illness, including mental illness, 
they offered advice regarding all sorts of social prob- 
lems, such as family conflicts, the most propitious 
times for travel, love and marriage, the whereabouts of 
lost or stolen property, the suitability of economic ven- 
tures, and the identity of witches who perpetrated 
medical or social evils. Moreover, many practitioners 
provided spiritual-moral consultations, since they had 
a theological standing in the community and this was 
a dominating framework of explanation. The theory of 
illness prevalent at the time accommodated natural 
and preternatural agencies of causation. Illness was 
explained in terms of magic, sorcery, humoral notions, 
and theology. These seemingly (to the contemporary 
mind) inconsistent explanatory models were invoked 
concomitantly in the explanation of illness and judged 
as additive. Finally, historians have made clear that 
illness, whether viewed as psychological or physical, 
was often seen as linked to social and familial happen- 
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ings of importance and had to be dealt with in an idiom 
that can be called psychiatric and religious (51-53). 

The account of demonic possession and witchcraft 
during the late sixteenth and early seventeenth centu- 
ries in England and Europe provides an excellent illus- 
tration of how the clinical, social, and religious func- 
tions of “protopsychiatrists” overlapped and involved 
institutional functions (54). The overlap of duties was 
made possible by the theory of illness that prevailed, a 
theory applied to deviant behaviors that were similar 
to psychiatric illness. Even at this rather late date, 
when medical practitioners were already seen as re- 
sembling professionals with well-bounded roles and 
duties, physicians were frequently called on to consult 
in cases of witchcraft and demonic possession. In the 
former instance it was often to establish whether an 
individual displayed physical evidence that reflected 
her or his status as a witch, although on occasion phy- 
sicians were asked to comment on the sanity of the 
person (for example, if delusions were present), which 
then rendered the witch’s confessions problematic. In 
the case of demonic possession, physicians’ consulta- 
tions were sought by civil and religious authorities in 
the attempt to reach a “‘differential diagnosis” between 
illness-related actions and demonic actions. All of 
these instances provide evidence of how easily the ac- 
tions and opinions of medical practitioners connoted, 
entered into, and were deemed as appropriate to the 
deliberations of representatives of diverse institutions 
of society. Viewed ethnomedically, the scenarios de- 
picted by this material are clear instances of the con- 
flict between clinical-individual and corporate-institu- 
tional functions then characterizing the practice of 
medicine, which is intrinsic to the social ‘“problema- 
tique” of Anglo-American psychiatry today. At this 
period of Anglo-American history, then, the theory of 
illness of the professional sector and the semantic net- 
work of illness embraced social behavior colored sym- 
bolically in terms of religion and the supernatural. Ac- 
tivities within the medical system carried spiritual and 
legal meanings. 

In summary, one historical antecedent of the indi- 
vidual-institutional conflict that is an elernent of the 
social “problematique”’ is rooted in the increasingly 
public and social role that the medical profession came 
to play in the society of England in the late sixteenth 
and early seventeenth centuries. In this setting, the 
themes of demonology and witchcraft were dominant 
medical, social, political, and religious concerns and 
physician “‘protopsychiatrists” played prominent roles 
in helping to resolve them. The developing corporate 
identity of the profession of medicine had in fact been 
a dominating feature of English medical practice since 
late medieval times, and even in this early period the 
profession was involved in social policy matters as well 
as in settling issues related to malpractice (55—57). 
(For concurrent developments in Italy, see references 
58 and 59.) Such corporate features of medical prac- 
tice are not altogether absent even in non-Western 
peasant societies (60). 
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Another historical antecedent of the individual-insti- 
tutional conflict of Anglo-American psychiatry and its 
social ‘‘problematique” involves matters linked to the 
insanity defense. The social and legal problems that the 
mentally ill offender poses to the Anglo-American psy- 
chiatrist well antedate the establishment of psychiatry 
as a branch of medicine. Scholars have traced the ev- 
olution of legal thinking in this area in the history of 
the common law (30, 31, 61—68). In order for a rule of 
precedent regarding the adjudication of an offense to 
be represented in a legal code the need for it must be 
perceived and the problem for which the rule consti- 
tutes a solution must be common enough to occasion 
concern, discussion, and formation. Although “‘the 
mentally disordered offender raises questions which 
have troubled theologians, moral philosophers and 
lawyers throughout the Christian era” (30, p. 6), a 
slowness characterized the way the criminal law devel- 
oped in England following the first recorded mention 
of insane offenders. It was not until 1731 that psychi- 
atry-related testimony was used in a criminal trial, and 
it was not until 1798 that an accused person was able 
to call a medical witness during the trial itself. It was in 
the nineteenth century, of course, that direct attention 
began to be given to the content and nature of an 
insane person’s delusions and the extent to which these 
delusions may have motivated and/or justified or ex- 
culpated serious offenses like homicide. 

What requires emphasis is the conservatism of the 
legal institution and its reluctance to accept the idea 
that psychiatric illness could weaken if not rescind 
moral and legal culpability for a crime such as homi- 
cide. A basic point is that homicide symbolizes the 
most violent and odious of human acts and, as Fou- 
cault (24, 47, 68) has argued, can occasion an equally 
violent and odious reaction on the part of those whom 
the homicide affects and in the institutions evolved for 
its punishment. Perpetrators of homicide who seek un- 
derstanding and mitigation for their deviance confront 
a “punishing” state. The nineteenth-century penal re- 
forms, involving a change from torture and the spec- 
tacle of the scaffold to what Foucault called “‘gener- 
alized” and “gentle” forms of punishment, are a 
testimony to the strong aversion to homicide. Both the 
brutal atrocities to the offender’s body and the con- 
trolled and impersonal but pervasive and personally 
annihilating handling of it in the modern bureaucratic 
“machinery of the penitentiary” symbolize the enor- 
mous quantity of social aggression that is wrought up 
in the political economy of punishment. These forms 
of retribution reflect, at a macroscopic level, the per- 
sonal abhorrence that individuals have of homicide. 

In summary, acceptance of the insanity defense has 
been slow to evolve in Anglo-American society, and 
controversies surrounding it mirror and symbolize the 
individual-institutional conflicts of psychiatry and its 
social “problematique.” Homicide, in effect, embodies 
a test case of exculpation, the end point of a contin- 
uum of social circumstances that the state, its repre- 
sentatives, and its citizenry are able to concede might 
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possibly erode an individual’s sense of responsibility 
and accountability. In short, it is perhaps the hardest 
form of deviance for the agencies of social control to 
neutralize through medicalization. 

Two factors that explain the reluctance to accept 
psychiatric illness as a mitigating factor in the defense 
are, first, the opprobrium, horror, and odiousness at- 
tached to serious crime and, second, the basic difficulty 
of demarcating illness or insanity from criminal intent 
and guilt. Homicide, like other crimes, constitutes a 
social act whose rationale is explainable in terms of 
motives and intentions that have a readily apparent 
meaning to social actors. To stipulate that illness is a 
mitigating factor requires a view of the person as ca- 
pable of actions that are not willful or motivated in 
terms of socially motivated (“rational”) concerns and 
a complementary view of illness as anchored in or 
caused by factors beyond personal control. In essence, 
mental illness as a defense of homicide requires a sus- 
pension of our attribution of personhood if the latter is 
equated with willful symbolic behavior. Viewed eth- 
nomedically, the difficulty of stipulating the presence 
of disease, as the biomedical theory of illness requires, 
is a factor: The logical connection of psychiatric illness 
with the self. Moreover, it is not clear that a biological 
marker of homicidal intent could easily be applied, 
underlining the special connectedness of psychiatric ill- 
ness with the self and social, moral, and legal phenom- 
ena (the semantic network of psychiatric illness). 


THE SOCIAL “PROBLEMATIQUE” AND ITS 
CRITICISMS IN AN ETHNOMEDICAL FRAMEWORK 


Social critics of psychiatry stress the inappropriate- 
ness of using the positivistic framework of the natural 
sciences, which are concerned with causality and the 
behavior of physical objects, to explain human behav- 
ior. It is claimed that human behavior involves mean- 
ing and symbols and is social and political in nature. In 
exploiting the positivistic approach, psychiatry is said 
to regulate and control deviance in the service of the 
needs of the establishment—the state and its represen- 
tatives. Ironically, biological determinists, hard expo- 
nents of biological psychiatry, help strengthen this cri- 
tique by narrowly delimiting the domain of psychiatry 
to exclude much that is social and cultural, as the crit- 
ics demand. 

Another criticism of psychiatry involves its rise as a 
profession in the nineteenth century. Attention is given 
to the allegedly self-serving motivations of asylum su- 
perintendents, who, despite a relative lack of expertise 
and success in dealing with insanity, managed to “ap- 
propriate” the basic tenets of moral treatment reforms. 
In conjoining these tenets with prevailing organicist 
tenets, they “‘self-servingly” established the medical 
model of insanity and placed themselves in central po- 
sitions in the management of lunacy and reform in 
asylums. Furthermore, the critics assert that with such 
“false claims,” early psychiatrists extended their direc- 
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tives outside the asylum to the society at large, ulti- 
mately instilling their ideas in many other social and 
welfare institutions concerned with surveillance and 
control. This, it is said, has led to the creation of the 
modern “therapeutic state” (46). In this scenario, 
terms such as “psychiatric imperialism” and “‘profes- 
sional entrepreneurship” are used to qualify the al- 
leged self-serving interests of psychiatry (69-71). 

An ethnomedical perspective of psychiatric theory 
and practice qualifies somewhat this critique of psy- 
chiatry’s theories and practices. Such a perspective 
shows us that illness, the basic datum of medicine, 
involves not only social behavior but also deviation 
from conventional norms. How illness is perceived and 
resolved in all societies necessarily involves cultural 
beliefs, values, and actions that are potentially social 
and political. Moreover, all medical practitioners carry 
out adjudicatory and mediatory functions. Finally, in 
some societies (the Ashanti, for example) one finds ex- 
plicit rules that provide for an exculpation of individ- 
ual action through an appeal to notions of illness (i.e., 
criminal actions are judged an outcome of insanity or 
medical illness) (72). These generalizations are well 
supported in and integral to ethnomedical knowledge 
and science and are consistent with fundamental axi- 
oms of anthropology. Thus, the social control func- 
tions of physicians—especially psychiatrists—are 
found in a number of different types of societies, not 
only modern European ones. Similarly, members of all 
types of societies show a natural inclination to medi- 
calize some forms of deviant behavior. It is only a 
narrow and reductionistic use of the biomedical theory 
that deludes us into thinking that medicine is purely a 
technical and engineering enterprise and that social- 
psychological aspects of behavior should be the con- 
cern of nonmedical personnel. 

The rootedness of psychiatry-related activities in 
ethnomedical verities could be countered by arguing 
that what happens in “primitive” or nonmodern soci- 
eties is exotic, romanticized, or simplistic, far removed 
from the “evolved” and the “scientific.” But this is to 
reason chauvinistically and ethnocentrically. A seem- 
ingly stronger argument would stipulate that in ele- 
mentary societies the prevailing way of accounting for 
and dealing with deviant actions, including illness, is 
based purely on moral grounds. That is to say, the 
essential (or the natural) way in which societies at- 
tempt to control and regulate all types of deviant be- 
haviors is by dealing with them socially and politically 
rather than medically. To deal with them medically, 
therefore, is not a natural but a secondary, derived, or 
observer-imposed way of qualifying such behaviors. 
This argument would emphasize that the idea of a 
medical system cannot be applied to elementary soci- 
eties. What one observes instead, the argument would 
run, is societies in which all behavior, whether medical 
(by our standards) or deviant, is judged in political and 
religious or spiritual terms. In other words, phenom- 
ena that anthropologists call illness, curing, and re- 
lated medical activities cannot be equated with phe- 
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nomena that carry such labels in contemporary 
Anglo-American society. In simpler societies, such phe- 
nomena are simply political and social, and the medi- 
cal (an allegedly independent domain) cannot be said 
to exist, much less the idea of illness, medical practi- 
tioners, or a system of medical care. The latter terms 
are appropriately geared to Western civilizations in 
which a long history, peculiar cultural symbols, and po- 
litical, economic, and scientific developments endow the 
phenomena in question with the appropriate meanings. 

The preceding argument is weakened by the fact that 
it can just as well be used with reference to what one 
means by the political, the legal, or the economic. A 
controversy in social science, for example, involves 
whether conflict adjudication and mediation in ele- 
mentary societies can be equated with law and judges 
(72). To restrict the meaning of such terms as law, 
judges, economic self-interest, medical, and curing 
purely to contemporary Anglo-American societies is to 
essentially eliminate insights drawn from comparative 
studies in social science generally and in ethnomedicine 
in particular. 

Critics also emphasize that psychiatric practice is 
concerned with maintaining the social status quo. 
They point out that, through diagnosis, human prob- 
lems rooted in the structure and political economy of 
the society are inappropriately medicalized. Indeed, ac- 
cording to Ingleby (33, 34), a human distress disorder 
(for example, depression in an unemployed man) is 
given a name and thereby reified and then its “ob- 
jective” manifestations are treated in a neutralized and 
depoliticized way (rationalized), leaving unexamined 
the truly social causes of such distress. In other words, 
the origins of the disease, illness, or maladaptive hu- 
man response in inconsistencies and conflicts inherent 
in the social system are not addressed. Instead, it is 
claimed, the conventions and safe interpretation of the 
social system are preserved. Probing into its presuppo- 
sitions, directives, and structures, where the more 
effective “therapy” should take place, is avoided. 

This criticism is weakened by the fact that it inap- 
propriately singles out psychiatry. Social factors are 
causative of all types of diseases, not just psychiatric 
ones. Furthermore, why should psychiatry be blamed 
for pursuing the fruits of its evolved science? Biomed- 
ical science is unquestionably impersonal, abstract, 
and technical, but its theories and the knowledge it 
produces lead to positive changes in the social system 
that ameliorate conditions which produce disease. The 
modern state has other institutions and personnel that 
use biomedical knowledge explicitly to educate the 
public and to effect policy changes promoting healthful 
conditions and behaviors. The power of biomedicine 
lies precisely in its political neutrality; that is, its ability 
to deal with phenomena through a language relatively 
uncluttered and uncontaminated with prevailing social 
problems and cultural biases. (This in no way vitiates 
the claim that biomedical tenets are themselves cul- 
tural and hence integral to contemporary notions of 
self, personhood, and social reality.) The processes of 
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“social and cultural evolution have culminated in a 


“social organ” (biomedicine) efficiently geared to the 
control and elimination of social and illness problems, 
and its success is partly an outcome of its relatively 
asocial and apolitical nature. It is true that medicine 
can and has expounded misguided and pernicious 
treatment strategies, but this only emphasizes the need 
for a prudent regulation of medical practice, not the 
failures of biomedicine (73). However, to value bio- 
medical science, a cornerstone of contemporary Anglo- 
American psychiatry, does not mean that the tradi- 
tional links between psychiatry and the sociocultural 
should be severed. Nevertheless, the tie that psychiatry 
has with the self and symbolic behavior places it in a 
special if socially awkward position. 


THE SOCIAL “PROBLEMATIQUE” AND 
CONTEMPORARY TRENDS 


A review of recent trends and developments in social 
and cultural psychiatry will serve to highlight differing 
expressions of the social “‘problematique.” This will 
require a brief review of basic ethnomedical tenets (5, 
73—79}. An important assumption in any theory of 
disease is the role played by society in creating disease 
conditions. This applies to general medicine through a 
variety of means, such as exposure to toxins, the pro- 
duction of unhealthy work conditions, the provision of 
unhealthy diets, the creation of social-economic rules 
and practices that are stressful, and the availability of 
substances that lend themselves to abuse. Societies can 
also produce, stabilize, and augment illness conditions 
by creating circumstances that reinforce illness, be 
these in the forms of idioms of distress that have in- 
terpersonal appeal, modes of directly compensating ill- 
ness, and/or social rules that indirectly condone, re- 
ward, and/or require illness for the attainment of social 
ends. In many ways societies produce distinctive be- 
havioral styles, both normative and aberrant or “‘psy- 
chiatric.” This takes place in a number of ways: 
through the formation of rules for the regulation and 
expression of affect, the creation of the symbolic ob- 
jects that make up one’s behavioral environment, and 
the stipulation of theories pertaining to the self and its 
functioning. Societies, then, have a hand in the con- 
struction of basic categories of psychological function- 
ing. By inculcating values and providing reinforce- 
ments relating to physical appearance and social 
behavior as well as by creating circumstances that re- 
ward or punish behaviors related to them, societies 
have a hand in creating all sorts of personality styles, 
interpersonal schemes, and social roles. More gener- 
ally, through the stipulation of social goals, norms, 
values, ideologies, and appropriate scripts for achiev- 
ing success, societies create the basic measures of 
moral, appropriate, and valued behavior. In addition, 
since opportunity structures are unevenly distributed, 
societies can facilitate and/or hinder the realization of 
the goals and needs they themselves inculcate. This can 
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create conditions for frustrations and behaviors that 
are not only immoral, not valued, and/or antisocial but 
also medically and psychiatrically injurious, thus lead- 
ing to medical intervention. 

Anglo-American society may be held to produce so- 
cially and psychologically deviant behaviors that are 
encompassed within contemporary psychiatric theory. 
As an example, consider the following. 1) Type A be- 
haviors are partly exaggerations of a time-pressured, 
work-driven capitalistic seeking for maximizing prof- 
its. 2) Narcissistic behaviors reflect a pervasive and 
dominating enamor with Anglo-American conventions 
of appearance and self-sufficiency. 3) Eating disorder 
behaviors represent internalized runaway conflicts be- 
tween biological imperatives and conventional valua- 
tions of body physique. 4) Depression in divorced 
mothers represents a natural casualty of a system that 
provides insufficient support for those attempting to 
balance competing biological and professional imper- 
atives. 5) So-called borderline disorder behaviors are 
the outward manifestations of irreconcilable conflicts 
bearing on women as a result of fundamental changes 
in feminist psychology and values; studies of social 
historians and anthropologists (80-84) have docu- 
mented how cultural stereotypes and biases involving 
women in Anglo-American society condition psychiat- 
ric problems and militate against treatment. 

The general point is that societies create 1) goals and 
objectives for people, 2) symbolizations that connect 
the goals and objectives to widely prevalent and over- 
determined cultural themes and values, and 3) oppor- 
tunity structures that can facilitate and/or hinder the 
achievements of these goals and objectives. Social 
stressors, supporting and/or nonsupporting interper- 
sonal networks that buffer stress, and the social pro- 
cesses that allow people to manage stress are culturally 
conditioned, as are the behavioral responses that reg- 
ister adaptive failures. In short, the demoralization, 
misery, disappointments, and frustrations that result 
from not accomplishing what society itself has deter- 
mined should be accomplished are clothed in symbolic 
rubrics that help shape behavior in culturally distinc- 
tive ways (85). Clearly, there are behaviors, responses, 
and/or symptoms that are universal as well as human 
vulnerabilities that are idiosyncratic. Therefore, hu- 
man failures could never be said to be fully culturally 
relative. However, that cultures substantially influence 
the behavioral experiences of human disturbances and 
illnesses can hardly be doubted (86). Thus, a contem- 
porary expression of the social “problematique” is il- 
lustrated in the way psychiatry capitalizes on casualties 
of the social system through the creation of illness con- 
ditions geared to inversions and negations of symbols 
having wide appeal in society (84). In other words, the 
explanatory models of some psychiatric conditions— 
in some instances their stipulation in the nosology— 
are geared to politicized and nontestable norms of ac- 
ceptable adaptive behavior (87). 

Johnson (81) and Swartz (82) have used the concept 
of culture-bound syndromes to draw attention to the 
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bias and shortsightedness inherent in Anglo-American 
psychiatry. They indicated that the concept of a cul- 
ture-bound syndrome is ethnocentrically applied to ex- 
otic behavioral reactions observed in distant and con- 
trasting cultures. Such syndromes appear not to 
conform to the so-called authentic models of syn- 
dromes in Anglo-American societies. Culture-bound 
syndromes in elementary societies may or may not 
constitute disorders, unusual reactions, or illness con- 
ditions; their cultural logic is overlooked in favor of 
the observer’s scientific theory about behavioral mech- 
anisms and psychiatric nosologies. Johnson and 
Swartz drew attention to cultural biases implicit in 
positivistic biomedical psychiatry: the myth that its 
categories and objects are neutral or objective and 
hence scientific because they can (in some instances) be 
shown to have a biological core. In other words, many 
if not all Anglo-American disorders are in reality cul- 
ture bound to some extent. Many of these Anglo- 
American culture-bound syndromes involve women, 
and the analyses of them have drawn heavily from 
feminist studies. 

An additional aspect of the social “problematique,” 
then, involves what one can refer to as the tendency to 
export illness and disease categories across national 
boundaries. Practitioners and theorists of psychiatry 
from developing countries (88—90) have emphasized 
the hidden biases of contemporary psychiatric nosolo- 
gies and the inappropriateness of universalizing West- 
ern assumptions about human psychology and psycho- 
pathology. An example is the International Pilot Study 
of Schizophrenia (91) through its rigorous stipulation 
of criteria for diagnosis. Drawing on European and 
Anglo-American notions of psychopathology, re- 
searchers appeared to be fixing the identity or content 
of this “disorder.” A psychiatric epidemiology natu- 
rally requires explicit definitions that are abstract and 
facilitate reliable diagnosis. Moreover, the success of 
the International Pilot Study of Schizophrenia in iden- 
tifying illness conditions cross-culturally must be re- 
garded as partially supporting the validity of the con- 
ceptualizations. However, a number of theoretical and 
empirical problems pertaining to psychiatric illness 
generally and schizophrenia more specifically are ren- 
dered inaccessible through use of International Pilot 
Study of Schizophrenia criteria, as has been discussed 
elsewhere (40, 92—94). Stated in summary form, this 
involves the matter of Anglo-American psychiatry’s 
mentalistic bias (and minimization of the somatic), its 
reliance on highly abstract and static conceptions of 
illness and consequent neglect of the elaborated pro- 
cesses and meanings attached to altered behaviors that 
condition how such behaviors are interpreted and 
dealt with, its gross disregard of its own ethnocentric 
assumptions and the ethnopsychological theories of 
other societies, and finally its methodological proce- 
dures, which have the effect of enhancing the likeli- 
hood of finding Anglo-American features and missing 
the culturally variable ones (95, 96). A similar ten- 
dency toward universalization is evident in the way 
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other “traditional”? psychiatric disorders are deter- 
mined—depression, for example—but the problem is 
far more pervasive (97). From the standpoint of the 
argument developed in this essay, the social “proble- 
matique” of Anglo-American psychiatry is embodied 
in an epidemiologic rationale that fixes the identity of 
illness. In a sense, the illusion of biomedical neutrality 
and impersonality is being used to export illnesses in- 
ternationally, as though they constituted universal en- 


- tities, when in fact such illnesses are partly the product 


of Anglo-American social and cultural conventions. 


SUMMARY AND CONCLUSIONS 


In the field of ethnomedicine, problems of illness and 
medical care are studied in different societies with an 
emphasis on social and especially cultural factors. I use 
an ethnomedical look at Anglo-American psychiatry to 
draw attention to what I call its social “problema- 
tique.” This is meant to emphasize the necessary link 
that psychiatry has with problems of deviance and 
marginality, which are also the concern of regulatory 
and control agencies of the complex industrialized 
state. An ethnomedical exposition of this “‘problema- 
tique”? requires that attention be given to historical 
factors bound up with industrialization, the evolution 
of a market economy, the growth of the asylum, and, 
indeed, the evolution of the discipline of psychiatry as 
an institution for the control and regulation of mental 
illness. The continuing link that psychiatry has with 
socially problematic behaviors is mirrored in its special 
definition of illness, a definition that distinguishes psy- 
chiatry from other medical disciplines. The criteria of 
psychiatric illness remain anchored in the self and sym- 
bolic behavior despite the general consensus that many 
such illness behaviors have a genetic basis, are condi- 
tioned by brain processes, require a neuroscience for 
their understanding, and can be controlled if not rec- 
tified through the use of psychopharmacological 
agents. The social “problematique” of Anglo-Amer- 
ican psychiatry is, in many respects, a necessary feature 
of its rationale, history, and practice. Contemporary 
developments involving the nosology and epidemiol- 
ogy of psychiatric illness reflect cultural biases inherent 
in the social “‘problematique” of Anglo-American psy- 
chiatry and should ideally be recognized. The existence 
of such a “problematique”’ and of its necessary link 
with cultural conventions is likely to retard and hinder 
if not preclude the achievement of a truly universal 
science of psychiatry. 
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Regular Articles 


Borderline Personality Disorder, Boundary Violations, 
and Patient-Therapist Sex: Medicolegal Pitfalls 


Thomas G. Gutheil, M.D. 


The author addresses the issue of sexual relations 
between therapist and patient and the related bound- 
ary violations that are involved in such relations. He 
points out that patients with borderline personality 
disorder are particularly likely to evoke boundary vi- 
olations, including sexual acting out. These patients 
apparently constitute the majority of patients who 
falsely accuse therapists of sexual involvement. Ther- 
apists who are aware of patterns of errors in therapy 
and countertransference—through education, antici- 
pation, and forewarning—can avert the serious out- 
comes that result from these errors. 

(Am J Psychiatry 1989; 146:597—602) 


When you touch the patient, therapy is over. 
—Elvin Semrad, M.D. (personal communication) 


| n an earlier review based on forensic and consulta- 
tive experience (1), I addressed certain medicolegal 
difficulties that emerged in clinical work with patients 
who have borderline personality disorder. The present 
review, also based on empirical findings, addresses an 
important area omitted from detailed consideration in 
the earlier study: sexual relations between therapist 
and patient and the related boundary violations com- 
monly seen in conjunction with such relations. I have 
three points to make here: 1) Patients with borderline 
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personality disorder are particularly likely to evoke 
boundary violations of various kinds, including sexual 
acting out in the transference-countertransference. 2) 
Patients with borderline disorder apparently constitute 
the majority of those patients who falsely accuse ther- 
apists of sexual involvement. (False accusations repre- 
sent a minuscule fraction of total allegations; the ac- 
cusation is usually true.) 3) Therapists can benefit from 
awareness of certain repeating patterns of errors in 
therapy and countertransference responses. With this 
awareness, they can avert the serious outcomes that 
result from such errors, such as trauma to the patient 
and/or highly destructive litigation. 

One caveat is necessary to prevent misunderstand- 
ing. To study the patient-therapist dyad in clinical 
terms is not the same as indicting the patient (blaming 
the victim) for some malfeasance, nor is it the same as 
explaining away, exonerating, or excusing the thera- 
pist’s behavior. I believe that sex with a patient is never 
acceptable. This article aims to alert clinicians to a 
potential pitfall in order to prevent its occurrence. 


THE LEGAL CONTEXT OF MALPRACTICE 


In recent years, case law (Roy v. Hartogs [2], for 
example) has reflected agreement. with the ethical 
codes of all mental health professional societies that 
sexual relations between clinicians and their patients 
are at least unethical and, under rare circumstances, 
criminal. Such relations represent a deviation from the 
standard of care and a basis for a finding of malprac- 
tice if the other requisite elements (damages, for exam- 
ple) are present (3). Case law dramatically fails, how- 
ever, to reflect the actual scope of the problem (4-7) 
because of the large number of episodes never reported 
at all and the substantial number of filed legal cases— 
probably but not provably the majority—that are set- 
tled out of court. (An unknowable but probably small 
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fraction of these cases might have been settled for le- 
gal strategic reasons even though the clinician was not 
culpable.) 

For symmetry, note that Stone (8) has offered a ty- 
pology of therapists and situations most commonly 
associated with patient-therapist sex, and others, such 
as Gartrell et al. (4), have empirically studied the ther- 
apists involved. In contrast, the present review exam- 
ines the other side of the dyad and the pathological 
interaction between patient and therapist. 


THE CLINICAL CONTEXT: RELEVANT BORDERLINE 
PSYCHODYNAMICS 


The psychodynamics of borderline personality dis- 
order have been well described elsewhere (by Kernberg 
[9] and Shapiro [10], for example) and will not be 
rehearsed here. For completeness, note that nondynam- 
ic issues may play a role in accounting for the high 
numbers of patients with borderline personality disor- 
der who are involved in patient-therapist sex. It may be 
important (Alan A. Stone, M.D., personal communi- 
cation) that psychotic patients are not perceived as at- 
tractive and that neurotic patients are clear enough to 
know better than. to become sexually involved. Thus, 
the field may be left to patients with borderline per- 
sonality disorder through a kind of diagnostic default, 
as it were. | 

In any event, dynamic factors are clearly powerfully 
operative in the cases described in the literature. Em- 
pirically, those features of patients with borderline per- 
sonality disorder which are most relevant here are bor- 
derline rage, neediness and/or dependency, boundary 
confusion, and manipulativeness and entitlement. 


Borderline Rage ° 

Borderline rage is an affect that appears to threaten 
or intimidate even experienced clinicians to the point 
that they feel or act as though they were literally co- 
erced—moved through fear—by the patient’s de- 
mands; they dare not deny the patient’s wishes. Such 
pressure may deter therapists from setting limits and 
holding firm to boundaries for fear of the patient’s 
volcanic response’ to being thwarted or confronted. Of 
course, such fear ultimately derives from the thera- 
pist’s conflicts over sadistic countertransference feel- 
ings, which patients with borderline personality disor- 
der are particularly prone to evoke. 

At other times,' therapists who would ordinarily re- 
flect back personal inquiries about themselves may feel 
actually trapped or pressured by the patient’s potential 
rage into unusual and inappropriate degrees of social 
interaction with the patient or of self-disclosure, such 
as discussing their own marital difficulties. Intimida- 
tion may be further reinforced by latent and implicit or 
overt suicide threats. 

In a different context the patient with borderline 
personality disorder may express rage in a vengeful 
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manner by filing a specious suit. As will be explored 
later in this paper, this particular form of vengeful hos- 
tility predominates in the group of false accusations. 


Neediness andlor Dependency 


Neediness and/or dependency are dynamics that call 
forth the therapist’s nurturant side, at times in ways 
that foster overinvolvement or overinvestment. The 
rescue fantasy—common if not universal in trainees— 
appears to me to occur particularly frequently in treat- 
ing those patients with borderline personality disorder 
who manifest a helpless, waif-like demeanor (1). The 
clinician may experience pressure not to disappoint or 
abandon the patient “as everyone else has done.” 

In a related manner the patient may wishfully draw 
from therapy the experience of being promised some- 
thing—being offered membership in the therapist’s ide- 
alized family, for example. Smith (11) has perceptively 
noted that some patients cherish a related wish, which 
he termed the golden fantasy: the wishful belief that 
the therapist will gratify all needs, not just therapeutic 
ones. Needless to add, a reciprocal narcissistic fantasy 
may motivate the therapist: the wish to be everything 
to the patient. 

In this regard, Judith Herman, M.D. (personal com- 
munication), pointed out that since so many patients 
with borderline personality disorder have histories of 
sexual abuse they may have been conditioned to inter- 
act with significant others on whom they depend in 
eroticized or seductive ways. This learned response 
might provide some of the driving force for boundary 
violations. 


Boundary Confusion 


Under stress, patients with borderline personality 
disorder may lose sight of the me-thee boundary and— 
through such recognized mechanisms as fusion and 
projective identification—may induce similar confu- 
sion in therapists. This confusion may derive from pa- 
tients’ own boundary-blurring interpersonal manner. 
If the therapist colludes in such boundary confusion, 
reciprocal perceptions of both the real therapist and 
the real patient may be powerfully influenced and dis- 
torted by the intense affects, longings, and wishes com- 
mon in patients with borderline personality disorder. 

It is just such vulnerability in this group of patients 
that calls for scrupulous—even overscrupulous—atten- 
tion by the therapist to clarity of boundaries and to pres- 
ervation of the professional nature of the relationship. 


Manipulativeness and Entitlement 


Patients with borderline personality disorder who 
are dysfunctional in many areas of life may still pre- 
serve intact powerful interpersonal manipulative skills. 
They may still be capable of getting even experienced 
professionals to do what they should know better than 
to do or—all too commonly—what they do know bet- 
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ter than to do. Clinicians have rejected early sexual 
advances from patients with borderline personality 
disorder, pleading professionalism, only to succumb 
later, like the alcoholic who, flushed with success at 
passing a bar, goes back to toast the victory. 

On this latter point, I have identified a repeating 
theme in clinical contexts such as teaching conferences, 
consultations, and private inquiries. The therapist’s 
near-conscious awareness of deviating from the stan- 
dards of care, the therapist’s countertransference guilt, 
even the therapist’s awareness of overt wrongdoing— 
all are commonly conveyed by the therapist remarking 
at the outset of a conference or consultation, “I ordi- 
narily don’t do this . . . ” or “While I don’t usually do 
this with my patients... ,”’ or even, “Although I really 
didn’t think I should be doing this...” and similar 
introductory comments. I view these remarks as path- 
ognomonic of a likely countertransference trouble spot 
with a probably borderline patient, since the latter ap- 
pears to generate and invite “not my usual” behavior. 
This situation appears to draw some of its force from 
the narcissistic entitlement and consequent sense of 
specialness of the patient with borderline personality 
disorder, in which the therapist may wish to share (1, 
12, 13). This specialness may tempt the therapist to 
make exceptions for both the patient and himself or 
herself, to the detriment of both parties. Some of the 
most destructive dyadic relationships may begin as a 
mutual admiration society, not recognized as an ideal- 
izing transference (14) and its countertransference 
complement. The doctor, already idealized, is further 
invited to share in the patient’s specialness through a 
narcissistic seduction. 

The narcissistic isolation of the dyad that results 
from this sort of misalliance appears to account in part 
for the failure of so many of these therapists to obtain 
consultation and even to use their own critical judgment. 
It is as though such measures would break the fragile 
magic bubble in which all this gratification is occurring. 


SOME CLINICAL MATERIAL 


To illustrate the points in this paper I will use actual 
but disguised cases that I reviewed in the context of 
either malpractice litigation (28 cases) or forensic con- 
sultations (dozens) to clinicians or patients. All of the 
cases I will use involved male therapists and female 
patients with borderline personality disorder (the most 
common pairing nationally). In the service of confiden- 
tiality, all legal cases discussed have either been re- 
solved (won, lost, settled, etc.), dropped, or dismissed; 
more than 1 year with no further news or follow-up from 
the consultee has elapsed for all consultations described. 

Some generalizations at the outset may be helpful. 
All of these cases, true and false accusations alike, were 
clinically mismanaged in important ways, most com- 
monly through failure to attend to boundaries and to 
the patients’ need for clarity. Thus, as is so often the 
case, an ostensibly legal issue rests on a clinical one. In 
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some cases the mismanagement appeared to represent 
the kind of lapse not uncommon even for experienced 
clinicians in treating these difficult patients; in others, 
lack of experience, frank ignorance of essential princi- 
ples of treatment of patients with borderline personal- 
ity disorder, or countertransference difficulties seemed 
to predominate. 

Àn interesting element in a number of cases was the 
patient’s history of previous physical and/or sexual 
abuse. Conceivably, some element of a repetition com- 
pulsion was operating there, but the evidence is not 
decisive on this point. 

To bring some validity to the often complex issue of 
which allegations are true and which are false, I have 
identified as true those accusations which have been 
admitted and/or acknowledged by the therapist, and as 
false those cases in which either the patient retracted 
the claim and identified it as false or the patient ad- 
mitted to a disinterested third party that the claim was 
specious. Although recognizing that this selection 
method still does not guarantee validity, I believe it 
will offer sufficient reliability to permit the heuristic 
implications to be drawn. 


False Accusations: Rare Events 


To begin for convenience with the far smaller group, 
false accusations appear to be the product of border- 
line rage, expressed as vengeful action, coupled with a 
disregard for truth that is apparently self-justified by 
the strength of the affect. Snyder (15) discussed this 
subject under the rubric of pseudologia fantastica or 
pathological lying, including material related to sexual 
fantasies. He suggested that this kind of lying may feed 
self-esteem, serve primitive denial or projective identi- 
fication, or represent transient loss of reality testing. It 
is important to consider the context in which such an 
accusation occurs. 


Case 1. A patient with borderline personality disorder be- 
came enraged at her physician because she felt he was treat- 
ing her in a disrespectful manner: in her words, “like a wel- 
fare case.” She later brought suit against him for sexual 
molestation. During the discovery phase of the lawsuit, an 
investigator, who was not known to the patient, visited her 
under false pretenses and obtained (probably illegally) a tape 
recording of her admitting that she had been furious with the 
physician and had fabricated this story in a scheme to “get 
him good.” 


Case 2. A psychiatrist had been excessively but not sexu- 
ally involved with a patient with borderline personality dis- 
order in ways that fed her magical wishes to be a part of his 
family. He rejected the patient’s request to see him on a 
major holiday, pleading family commitments. Her fantasy 
rudely shattered, the enraged patient brought litigation for 
sexual abuse and other specious claims but confided in a 
fellow patient, who revealed the deceit to the attorney. 


Other triggers for false accusations have included 
borderline rage at bill collection practices, at the ther- 
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apist’s termination of therapy, and at being generally 
mistreated. 


Boundary Violations 


Patients with borderline personality disorder are 
known for their frequent difficulties with boundaries 
and limits, whether referring to their own ego bound- 
aries, the realistic limitations of reality, another per- 
son’s capacities, or interpersonal space (9). What may 
be less universally acknowledged is that patients with 
borderline personality disorder possess the ability, as it 
were, to seduce, provoke, or invite therapists into 
boundary violations of their own in the countertrans- 
ference (16). Thus, the therapists’ psychological de- 
fects and educational deficiencies aside, these bound- 
ary violations seem to derive at least in part from the 
dynamic forces addressed earlier in this paper. I repeat 
that these empirical observations neither blame the vic- 
tim nor exonerate the therapist. They must, however, 
be understood as temptations to be avoided to prevent 
mishap. 


Case 3. In addition to doing therapy, a psychiatrist gave a 
patient with borderline personality disorder hundreds of dol- 
lars; gave her medications from a supply he had prescribed to 
himself; and had her stay, at his invitation, in his own 
house—in a spare bedroom—during a housing “crisis.” The 
psychiatrist slept on the floor in front of the spare bedroom 
door so that the patient could not leave without his knowing 
it. All of these actions were rationalized as being in response 
to the patient’s needs. 


Given that patients with borderline personality dis- 
order might well require unusual degrees of clarity 
about the therapist’s role and particular vigilance con- 
cerning possible distortions of his or her role functions, 
this boundary-blurring behavior by the therapist rep- 
resents an obvious and serious deviation. Similar ex- 
amples follow. | 


Case 4. A psychiatrist invited a hospitalized patient to stay 
rent free at a guest house on his property as a halfway step to 
discharge to outpatient status. 


Case 5. A psychiatrist who was in the habit of having 
meetings with a patient with borderline personality disorder 
two to three times ‘a week invited her to see him daily fol- 
lowing the week he was away in “compensation.” He re- 
marked, “I let her come as frequently as she wanted because 
I did not want to disappoint her.” 

These two examples appeared to have as subtext the 
therapist’s conflict over aggression in setting limits and 
fear of the patient’s consequent rage. Similar dynamics 
appear to foster exchanging of gifts, real and symbolic, 
between patient and therapist. 


Case 6. A psychiatrist participated in long late-night tele- 
phone calls to and from a patient with borderline personality 
disorder while his wife and children slept. He remained blind 
to the erotic potential of this habit. He also shared many 
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personal, marital, and financial troubles of his own with the 
patient. 


Case 7. A psychiatrist asked an editorially gifted patient to 
work with him on improving his professional articles for 
publication. 


Patient-Therapist Sex 


Clearly, sex between patient and therapist repre- 
sents, among other things, a severe boundary viola- 
tion. Its drama, its often traumatic effects on the pa- 
tient and on future therapy (17—19), and a number of 
ambiguities in the medicolegal area set this behavior 
somehow apart. 

A surprisingly and regrettably large number of psy- 
chiatrists appear to believe, quite incorrectly, that sex 
with a patient is acceptable as long as therapy has been 
terminated first. (Some believe it is acceptable if ther- 
apy has been terminated with referral.) This is clearly 
false. The therapist who stops treatment on June 30 
and has sex with the patient on July 1 is clearly vio- 
lating the fiduciary relationship just as egregiously as if 
the sex had occurred on June 29. 

Audiences at risk management seminars occasion- 
ally ask, “How long after therapy is over may one date 
a patient?” The only unassailable answer, in my opin- 
ion, is Never. This restraint represents the only infal- 
lible approach to liability prevention in this unclear 
area. 

Regrettably, desirable clarity about sexual behavior 
may be lost by even experienced clinicians, as in the 
next example. 


Case 8. A patient with very primitive borderline person- 
ality disorder was being treated on an inpatient unit. Unit 
staff had evolved a plan involving giving the patient hugs— 
a regressive response—as a reward, paradoxically, for ma- 
ture and realistic behavior, despite the fact that this patient 
had a known history of major psychotic regressions, confu- 
sions of fact and fantasy and of intimacy and sexuality, sex- 
ual abuse by her family in childhood, and, on one occasion, 
confessing that she had fabricated sexual accusations for at- 
tention. Despite this background, her experienced therapist 
acknowledged giving her, on various occasions, a large num- 
ber and variety of hugs, including social hugs, reassurance 
hugs, goodbye hugs, and congratulatory hugs. On one pre- 
vious Occasion in reaction to a threatened termination of 
therapy this patient had explicitly accused this therapist of 
sexual advances. When confronted she retracted the accusa- 
tion as false and attributed it to a wish to punish yet keep the 
therapist. 

On the particular occasion in question the patient had 
threatened to commit suicide in the context of a planned 
termination of therapy and was being seen for a second, 
extra appointment on the same day as her regular one. Dur- 
ing this very session the patient showed impulsivity, loose 
associations, and serious regression. At the end of the ses- 
sion, the patient requested a goodbye hug and the therapist 
acquiesced and attempted a social hug. The patient suddenly 
began to breathe heavily and thrust her pelvis, then drew a 
vibrator from her purse, which led the therapist to disengage 
and set a limit. The patient regressed, sobbing and threaten- 
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ing suicide, but refused hospitalization. She then attempted 
to persuade the therapist to take her home himself rather 
than have her face the “unsavory characters” found at the 
bus station. He delayed several times, but then he drove her 
home from this tumultuous, out-of-control session. 

The therapist later stated that he remained unclear about 
whether all this activity related to termination of therapy or 
not. His report of the incident reads, “Contrary to [my] usual 
policy of making a termination session final (especially with 
a borderline patient) because of the possibility of a misun- 
derstanding, [T] told her [I] would call her to check if she was 
okay and, if she wanted it,...set up one more appoint- 
ment” (my italics). The patient subsequently accused this 
doctor of sexual relations both in his office and in the car on 
the ride home. 


Although the patient later retracted as false the spe- 
cific accusations, I would suggest that the hugging 
alone, from her viewpoint, represented sexual behav- 
ior with this patient. It was a clear boundary violation 
in this context. The patient’s history practically guar- 
anteed confusion as to what was and what was not 
sex, and the therapist’s behavior was ambiguous in the 
very area where the patient already had problems with 
clarity. The record, moreover, strongly suggests that 
the patient was directing the sessions to whatever is- 
sues she thought would get the doctor to hug her. As 
therapy for other goals, the sessions may well have 
been meaningless. Expecting this patient to distinguish 
among hugs, no matter how therapeutically rational- 
ized, appears quite unrealistic. 

Given the fact that this therapist had already been 
explicitly accused of sexual misconduct by this very 
patient, his later boundary violations appear incom- 
prehensible, as well as ill-advised, no matter how non- 
constructively gratifying for both parties this activity 
may have been. I infer from the data that the patient’s 
desperation, suicide threats, sense of urgency, and 
neediness were sufficient to overcome even heightened 
caution. 


Case 9. A psychiatrist, responding to the alleged sexual 
naivete of a patient with borderline personality disorder, 
gave her anatomy lessons on both their naked bodies. He 
reasoned that as long as they stopped short of intercourse, 
the behavior was not really sex and thus acceptable. Over 
time, predictably, the relationship eventually came to include 
intercourse. 


Case 10. Rationalizing the press of scheduling, a psychia- 
trist saw a patient with borderline personality disorder in the 
hospital daily for 2- and 4-hour appointments, sometimes 
running from 2:00 to 6:00 a.m. The relationship eventually 
became sexual. 


RECOMMENDATIONS 


“I don’t understand why every psychiatrist is not 
fully forewarned about both sex and rage” (Cornelia 
B. Wilbur, personal communication). 

A number of factors combine to foster the kinds of 
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blind spots and unfortunate consequences outlined in 
this paper in regard to patients with borderline per-. 
sonality disorder. One such factor, in keeping with Dr. 
Wilbur’s rueful lament, is the relative decline in teach- 
ing about psychodynamics, transference-countertrans- 
ference, and similar issues in many training programs 
today. For example, the inpatient unit involved in case 
8 provided a number of different therapies and thera- 
peutic ideologies but no dynamic ones. 

Clearly, such understanding, although useful dnd 
necessary in averting problems, is not sufficient to ex- 
plain or avert these problems. Psychoanalysts, after all, 
are not immune to sexual involvement with their pa- 
tients. Dynamic instructional approaches are, more- 
over, of no avail with consciously exploitative, preda- 
tory therapists, of the sort that Stone (8) described. 
Fortunately, those individuals are comparatively rare, 
but weeding them out from the profession would be a 
laudable goal. Even some faint awareness of transfer- 
ence, with its power to produce flattering attitudes in 
the patient, and of countertransierence, with its poten- 
tial to trigger the feeling that the therapist and only the 
therapist can save the patient (drive home, feed, love, 
provide with the “right kind of sex”), might offer 
young therapists needed perspective, both at the crisis 
point and at later junctures in their work. 

Some such minimal educational efforts, no matter 
how antianalytic the training program, appear to be a 
necessary survival-oriented part of the modern curric- 
ulum. In particular, trainees should be told and shown 
that the impulse to make an exception—especially 
with patients with borderline personality disorder—no 
matter how plausibly rationalized, is suspect and 
should set off red flags of caution. Didactic sessions on 
borderline personality disorder should include as 
warnings case examples such as those given here. 
Rescue fantasies should be described in nonjudgment- 
al terms, and their operation and mastery should be 
explored. 

Explicit instruction in practical management of 
treatment impasses such as those noted here (suicide 
threats, wishes to be driven someplace, etc.) is equally 
essential. I have referred to this management dimen- 
sion as clinical administration (20). This involves alli- 
ance-based interaction and intervention in the patient’s 
physical behavior, such as setting limits and placing 
some responsibility for the solution of reality problems 
on the patient. 

From 4a preventive viewpoint, the clinician encoun- 
tering a transference that becomes eroticized would do 
well to begin regularly presenting the case to a col- 
league, supervisor, or appropriate consultant. In addi- 
tion to providing valuable input and perspective, such 
consultation opens the case up and avoids the danger- 
ous insularity of the treatment dyad that often pro- 
motes boundary violations. Not only does this ap- 
proach prevent the illusion that the dyad is encased in 
a magic bubble from forming but—through this very 
openness—may also offer some possible defense 
against false accusations of sexual misconduct. 
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Finally, reality issues such as the trauma to the pa- 
tient (17) and the serious legal consequences should be 
articulated. Sex with a patient is ultimately bad for the 
patient, no matter how good it feels, and a malpractice 
suit for sex is devastating to the doctor’s career, af- 
fecting registration and licensing. These deterrents 
should be explicitly described. 

The educational approaches outlined here may be 
helpful for those situations where therapists are on the 
verge of losing perspective, succumbing to the force of 
countertransference, or simply getting carried away. 
Under those circumstances, education, anticipation, 
and forewarning may serve the clinician and the pa- 
tient well. } 
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Psychotherapy of Schizophrenia: An Empirical Investigation 
of the Relationship of Process to Outcome 


Leonard L. Glass, M.D., Howard M. Katz, M.D., 
Robert D. Schnitzer, Ph.D., Peter H. Knapp, M.D., 
Arlene F. Frank, Ph.D., and John G. Gunderson, M.D. 


The Boston Psychotherapy Study found no major 
differences in the effects of insight-oriented and sup- 
portive psychotherapies in the treatment of schizo- 
phrenia. The authors of the current study looked be- 
yond the assignments to those treatment designations 
and used blindly rated transcripts of tape-recorded ses- 
sions to examine the relationship of therapist interven- 
tions and patient outcomes at 2 years. They found 
significant relationships between skillfully conducted 
psychodynamic exploration and greater improvements 
in negative symptom areas of schizophrenia. The au- 
thors note the limitations and implications of these 
findings for clinical practice and research. 

(Am J Psychiatry 1989; 146:603-608) 


Ithough the two different types of psychotherapy 

in the Boston Psychotherapy Study (1, 2) fostered 
similar overall outcomes, there were sufficient differ- 
ences in the findings to lend support to the concept of 
specific differential effects. One type of therapy, reali- 
ty-adaptive-supportive, had preferential eifects on re- 
cidivism and role performance, whereas a contrasting 
form of treatment, expressive-insight-oriented, exerted 
modestly preferential effects in areas of ego function- 
ing and cognition. This support for specific differential 
impacts emerged despite the fact that the expected dif- 
ferences between the two types of therapy in the 
amount of supportive techniques were not found, even 
though expressive-insight-oriented therapists differed 
from reality-adaptive-supportive therapists by meeting 
more frequently with their patients and by focusing 
more on unconscious motivations and undercurrents 
of feelings (1). This finding prompted us to undertake 
analyses that go beyond nominal assignment to ex- 
pressive-insight-oriented or reality-adaptive-suppor- 
tive therapies, i.e., analyses that explore whether spe- 
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cific types of therapeutic interventions are associated 
with specific types of outcomes. 

In this paper we will report on the relationship be- 
tween therapists’ activities and patients’ outcomes for 
those patients for whom we have more detailed psy- 
chotherapy process data. Using therapists’ interven- 
tions that were blindly rated from transcripts of tape- 
recorded sessions, we explored the relationship of 
specific process factors to the 2-year outcomes among 
this group of patients with nonchronic schizophrenia. 


METHOD 


Methods used to select patients and therapists for 
the overall study are more fully described elsewhere 
(1). The therapists were all experienced in working 
with schizophrenic patients (averaging 10 years in 
practice), and the majority had had personal psycho- 
analyses. The subjects were all newly hospitalized, ac- 
tively psychotic, but nonchronically ill patients who 
were given both clinicians’ diagnoses and research di- 
agnoses (3) of schizophrenia. Despite changing diag- 
nostic standards, checks were made to assure that the 
sample would be within even narrow diagnostic crite- 
ria (1). 

Therapists and patients were asked to audiotape all 
sessions to avoid the influence on performance during 
individual sessions of having only those selected ses- 
sions taped. Two consecutive sessions occurring 6 
months after the start of treatment were transcribed in 
their entirety and served as the basis for rating thera- 
pist activity. These data were available for 39 subjects. 

Twenty-two process rating scales focusing on ther- 
apist techniques and skills were used. These scales 
were selected after review of the rating schemes re- 
ported in the literature and relied heavily on those de- 
veloped in the Pennsylvania Psychotherapy Study (4, 
5). Scales were chosen to represent dimensions exam- 
ined in previous research on dynamic psychotherapy 
with schizophrenic patients (6). All scales were given 
specific descriptive anchors for each of five scale 
points. 

Seven experienced clinicians made process ratings 
from the transcripts. Each of these clinicians had at 
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TABLE 1. Factor Analysis of Ratings of Two Psychotherapy Ses- 
sions Each for 39 Schizophrenic Patients 


Percent of 
Loading of Variance 
Factor Variable Accounted for 
Skillful dynamic exploration 41.3 
Overall dynamic skill 0.90 
Sensitivity to undercurrents 0.88 
Responsiveness and/or ade- 
quacy of technique 0.85 
Empathy 0.68 
Focus on improving ego 
functions 0.65 
Softens conscience 0.64 
Emphasizes unconscious 0.63 
Focus on past 0.44 
Supportive activity 25.3 
Self-expression 0.79 
Gives encouragement and/or 
reassurance i 0.73 
Self-disclosure 0.62 
Is warm and giving 0.44 
Directive activity 13.4 
Gives suggestions and/or 
advice 0.82 
Supports reality orientation 0.76 
Assertiveness 0.50 


least 60 hours of reliability training. Despite such 
training, the intraclass reliabilities calculated for all 
raters on 15 pairs of sessions were often weak (range= 
0.12-0.70, mean r=0.46, median r=0.47). As a result, 
the process ratings that were used in all analyses were 
derived from the ratings of at least two clinicians who 
made independent ratings on each tape and then met 
to reach consensus. 

The interrelations of the 22 process variables were 
first examined by applying the principal components 
factor analysis of the Statistical Package for the Social 
Sciences (SPSS) (7) with an orthogonal (varimax) ro- 
tation to the ratings of the 39 sets of tapes. After all 
factors with an eigenvalue of less than 1.0 were de- 
leted, three principal factors emerged: skillful dynamic 
exploration, supportive activity, and directive activity 
(table 1). 

Skillful dynamic exploration had three major com- 
ponents: overall dynamic skill, sensitivity to undercur- 
rents, and responsiveness and/or adequacy of the ther- 
apist’s technique. Sensitivity to undercurrents was a 
measure of the therapist’s attunement to the unex- 
pressed preconscious and unconscious motivational 
background from which the patient’s mood, thinking, 
and behaviors emerged. Responsiveness and/or ade- 
quacy of the therapist’s technique was the rater’s esti- 
mate of the relevance, consistency, and timing of the 
therapist’s interventions. As shown in table 1, lesser 
contributions to the skillful dynamic exploration fac- 
tor came from five other variables. 

Supportive activity had four components. Self- 
expression measured the extent to which a therapist 
expressed emotional responses to the patient. Self-dis- 
closure reflected whether therapists shared aspects of 
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their private lives and personal experiences. The ther- 
apist’s providing encouragement and/or reassurance 
and being warm and giving were the other two com- 
ponents contributing to this factor. 

Directive activity had three components, the leading 
element of which was the therapist’s giving suggestions 
and/or advice. Support of a reality orientation reflected 
the emphasis therapists placed on their patients’ adap- 
tation to the environment and their encouragement of 
more realistic functioning. The third component, as- 
sertiveness, indicated that therapists presented their 
views in a forceful and straightforward manner. Ther- 
apists with higher directive activity ratings more 
clearly and explicitly attempted to shape their patients’ 
behavior by actively advising, by reinforcing behaviors 
perceived as adaptive, and by an energetic, leading 
style. 

The relationship between process and outcome was 
studied for 23 of the 39 patients. These 23 patients 
remained in treatment for at least 6 months, and their 
data included both tape recordings at 6 months and 
outcome at 2 years. The majority (N=19) had been 
given expressive-insight-oriented therapy; four had 
been given reality-adaptive-supportive therapy. We in- 
cluded these four patients to increase our small sample, 
to broaden the spectrum of therapist activities, and to 
increase the relevance of our findings to clinical prac- 
tice. The 23 patients were similar in baseline psycho- 
pathology to the 20 patients for whom 6-month tape 
data were received but who did not remain in therapy 
for 2 years and to the four patients who remained in 
therapy for 2 years but for whom sufficient tapes were 
not available. 

Outcome measures consisted of scores at 2 years on 
nine clusters of variables. The clusters were cognitive 
disorganization (Chronbach’s a=0.61, intraclass r= 
0.95), primary process thinking (a=0.90, r=0.81), de- 
nial of illness (a=0.72, r=0.97), ego weakness (a= 
0.53, r=0.94), positive attitude (a=0.72, r not appli- 
cable; self-report), global psychopathology (a=0.62, 
r=0.93), anxiety-depression (a=0.85, r=0.91), re- 
tardation-apathy (a=0.82, r=0.56), and social dys- 
function (a=0.75, r=0.88). Appendix 1 shows their 
components. References, annotated descriptions, and 
reliabilities for the instruments listed in appendix 1 are 
given in Stanton et al. (1). Each domain included a 
number of discrete variables selected from the instru- 
ments administered blindly at baseline and at 24 
months. The method for selecting and testing the psy- 
chometric adequacy of the outcome clusters is more 
fully described elsewhere (1). The nine outcome do- 
mains were chosen from the 15 used in the larger study 
to cover a range of nonoverlapping domains that re- 
flect aspects of function considered to be targets of 
psychotherapy. 

To examine the relationship between process and 
outcome, we first computed simple (zero-order) corre- 
lations between the three process measures and the 
nine outcome measures (table 2). We also computed 
the correlations between scores on each outcome mea- 
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TABLE 2. Simple Correlations” of Psychotherapy Process With Outcome for 23 Schizophrenic Patlents 





Two-Year Outcome Correlation With 


Variable Baseline Functioning 
Cognitive disorganization 0.29 
Primary process thinking 0.15 
Denial of illness 0.43° 
Ego weakness 0.27 
Positive attitude 0.12 
Global psychopathology 0.18 
Anxiety-depression 0.67~ 
Retardation-apathy 0.29 
Social dysfunction 0.34 
“Two-tailed; df range=16—20. 

©5<0.05. 

“p<0.01. 

d p<0.10. 

°p<0.001. 


Correlation With Process Factor 

Dynamic Supportive Directive 
Exploration Activity Activity 
-0,04 —0.17 —0.16 
—0.29 —0.16 0.26 
—0.58° 0.08 0.11 
0.20 0.02 0.16 
0,20 0.02 0.20 
—0.404 —0.14 —0.12 
0.47” —0.38ł —0.33 
—0.49° 0.07 —0.14 
0,29 0.01 0.04 


TABLE 3. Stepwise Regression Analysis of Process and Outcome of Psychotherapy for 23 Schizophrenic Patients 


Correlation Berween Outcome Variable 
and Predictor Variables 


Item R? R 


Predictor variables for 2-year out- 


come of denial of illness 0.42 0.64 


Baseline denial of illness 
Dynamic explorative therapv 
Predictor variables for 2-year out- 
come of global psychopathology 0.23 0.48 
Baseline global psychopathology 
Dynamic explorative therapy 
Predictor variables for 2-year out- 
come of anxiety-depression 0.53 0.73 
Baseline anxiety-depression 
Directive therapy 
Predictor variables for 2-year out- 
come of retardation-apathy 0.34 0.58 
Baseline retardation-apathy 
Dynamic explorative therapy 


Increment in Variance 


F Accounted for by 
(df=2, 19)* p Predictor Variable 
6.74 <0.01 
0.19° 
0.23° 
2.76 <0.10 
0.03 
0.20° 
10.84 <0.001 
0.45° 
0.094 
4.85 <0.05 
0.094 
0.25° 


*df=2, 18 for analysis of 2-year outcome of global psychopathology and baseline global psychopathology. 


> 5<0.05. 
“p<0.001. 
dp<0.10. 
°p<0.005. 


sure at baseline with scores on that measure at 2 years 
to get some idea of the stability of functioning over 
time. Next, we performed a series of stepwise multiple 
regression analyses to determine whether our three 
process measures of therapist activities could add to 
prediction of outcome after differences among patients 
in baseline levels of functioning on the respective var- 
iables were statistically eliminated. The multiple re- 
gression analysis thereby became our most telling anal- 
ysis about the relationship of therapist activities to 
outcome in this sample. In these analyses we specified 
that baseline scores in each of the nine outcome do- 
mains be entered first because of their temporal pri- 
macy. Then the three process measures were entered in 
order of their predictive power, provided that they 
made at least a marginally significant contribution to 
the multiple regression analysis. This analysis allowed 
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us to see the relationship to outcome when all of the 
process measures were taken into account. The results 
of these analyses are presented in table 3. 


RESULTS 


The most striking findings from the simple correla- 
tion analysis (table 2) was the significant relationship 
between skillful dynamic exploration and better out- 
come. Specifically, higher levels of skillful dynamic ex- 
ploration, assessed at 6 months, were associated with 
significantly lower levels of patient denial of illness and 
retardation-apathy and higher levels of anxiety-depres- 
sion. Higher levels of skillful dynamic exploration 
were also associated with marginally lower levels of 
global psychopathology at 2 years. The only other no- 
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TABLE 4. Summary of Correlations Between Psychotherapy Process and Outcome Variables for 23 Schizophrenic Patients 


Process Factor Outcome Variables 


Dynamic explorative 
therapy Reduced denial of illness 
| Reduced global psychopathology 
| Reduced retardation-apathy 
i Increased anxiety-depression 
Supportive therapy Reduced anxiety-depression 


Directive therapy Reduced anxiety-depression 


“Beyond that accounted for by baseline level of functioning. 


table correlation was a trend between therapist sup- 
portive activity and lower levels of anxiety-depression. 

The stepwise multiple regression analysis (table 3) 
confirmed the importance of skillful dynamic explo- 
ration in predicting outcome in the domains of denial 
of illness, global psychopathology, and retardation- 
apathy; for each area the predictive power of skillful 
dynamic exploration exceeded the predictive power 
of baseline measures. The association between skillful 
dynamic exploration and greater anxiety-depression 
was not found when baseline variations in anxiety- 
depression were controlled. However, a trend emerged 
for directive activity to be associated with greater 
reductions in anxiety-depression. Table 4 presents a 
summary of the correlations between process and 
outcome. 


DISCUSSION 


The difficulty in obtaining the data used in this re- 
port makes replication unlikely but underscores the 
value of learning whatever is possible from it. None- 
theless, limitations in the methodology point to the 
need for caution in interpreting the results. A major 
problem is the relatively small sample size, which lim- 
its generalizability and impinged on our statistical 
management. Specifically, our factor analysis might 
have come out differently with a different and larger 
sample, and it was not feasible to control for all base- 
line variables in doing the stepwise multiple regression 
analysis. 

In addition to the problems associated with the sam- 
ple size, other limitations in this study resulted from 
the relatively weak reliability of our process varia- 
bles—a reflection of the era in which the study was 
done and the levels of inference required to assess clin- 
ically relevant therapeutic processes (8). A final prob- 
lem in methodology is that questions could be raised 
about the representativeness of two consecutive ses- 
sions from 6 months and outcome measures at 2 years. 
These limitations notwithstanding, the results create, 
at a minimum, informed hypotheses derived from 
much better data than have previously been used to 
explore these issues for schizophrenic patients. The use 
of blind ratings of actual (as opposed to expected or 
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Significance {p) 


Simple (zero-order) Increment in Outcome 


Correlation Variance Accounted for* 
0.01 0.01 
0.10 0.01 
0.01 0.005 
0.01 n.s. 
0.10 n.s. 
ILS. 0.10 


reported) therapist activities is a major advance over 
previous reports on psychotherapy of schizophrenia. 

The finding that was most robust, most pertinent to 
the main study questions, and most clinically relevant 
is the relationship of skillful dynamic exploration to 
the 2-year outcome of these schizophrenic patients. 
Our skillful dynamic exploration factor primarily re- 
flected the extent to which the therapist was judged to 
show a sound psychodynamic understanding and ac- 
curate attunement to patients’ underlying concerns. A 
notable relationship emerged between skillful dynamic 
exploration and relatively large reductions in patient 
denial of illness, retardation-apathy, and global psy- 
chopathology assessed at 2 years. Indeed, the level of 
skillful dynamic exploration was an even better pre- 
dictor of outcome in these domains than were pretreat- 
ment levels of disturbance in these same areas. The 
statistical significance of this relationship is particu- 
larly impressive in view of the constraints imposed by 
the small number of patients, length of observation, 
and the fact that most of the therapists were oriented 
toward dynamic exploration. The relationship be- 
tween dynamic exploratory activity and reductions in 
the so-called negative symptoms of schizophrenia (9), 
such as retardation-apathy and denial of illness, is es- 
pecially noteworthy insofar as these symptoms are 
generally unresponsive to psychopharmacological and 
other interventions and may be core aspects of schizo- 
phrenic psychopathology (10). These findings lend cre- 
dence to the claims by psychodynamically oriented 
therapists that their activities should have a role in 
treating schizophrenic patients (11, 12). 

The connection of skillful dynamic exploration with 
outcome is largely congruent with the earlier studies of 
Truax et al. (13—16). The therapist empathy and/or 
sensitivity component of our skillful dynamic explora- 
tion factor probably overlaps with the triad of empa- 
thy-genuineness-nonpossessive warmth that Truax et 
al. found to be associated with positive outcome in 
psychotherapy with schizophrenic patients. Certainly 
our results underscore the importance of empathic in- 
teractions that have been highlighted in recent years 
for psychoanalytic therapies by Kohut (17, 18). How- 
ever, some of what Truax et al. identified as nonpos- 
sessive warmth corresponds more closely to our factor 
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of support, which in this study did not correlate with 
better outcome. 

The findings of our factor analysis demonstrate the 
prominence of supportive and directive techniques in 
the work of these dynamically oriented therapists. The 
finding that high mean scores were given to primarily 
dynamic therapists for directive activity and support- 
ive activity (data not presented) is consistent with that 
of others (19—21). Wallerstein (20) particularly em- 
phasized the strong (and unexpected) contribution of 
supportive factors in psychoanalytic therapies of pa- 
tients with serious ego weakness. Such results suggest 
that the distinction historically made between support- 
ive and dynamic psychotherapy obscures the role 
played by supportive elements within psychoanalytic 
psychotherapies. 

In line with this, the trend for directiveness to be 
associated with a greater reduction in anxiety-depres- 
sion at 2-year follow-up makes clinical sense. One 
might expect that therapists who elect to direct pa- 
tients rather than explore their difficulties will have 
different effects. By providing more active guidance in 
the real world, directive therapist activities could en- 
gender a less depressed and less apprehensive outlook 
in these patients. On the other hand, we have seen that 
greater dynamic exploratory activity was associated 
with larger improvements in the target symptoms that 
are more specific for schizophrenia (global psychopa- 
thology, denial of illness, and retardation-apathy). The 
different therapeutic emphases seem to address differ- 
ent aspects of patients’ psychopathology and are asso- 
ciated with different types of outcome. As such, the 
results of the present analyses add support to the sug- 
gestion of differentiated types of impact of dynamic 
exploratory and supportive therapies that were noted 
in the main effect study (2). 

This study provides empirical support for a specific 
relationship between a type of therapeutic process— 
skillful dynamic exploration—and specific aspects of 
outcome—denial of illness and withdrawal. The im- 
pression of an overall lack of main effect differences 
between the two types of therapy in our earlier report 
(2) appears to have concealed discrete processes within 
the therapies that have important and specific effects. 
This underscores the importance of more microscopic 
process versus outcome analyses for other comparative 
outcome studies, such as the National Institute of 
Mental Health Treatment of Depression Collaborative 
Research Program (22), where analyses of main effects 
have been disappointing. 
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APPENDIX 1. item Composition of Psychotherapy Outcome Clusters 


COGNITIVE DISORGANIZATION 
Psychiatric Status Schedule speech disorganization 
Psychiatric Status Schedule disorientation-memory 
Inpatient Multidimensional Psychiatric Scale (IMPS) con- 
ceptual disorganization 
WAIS vocabulary scatter: performance negative 
WAIS vocabulary scatter: verbal negative 
PRIMARY PROCESS THINKING 
Rorschach percent of primary process responses 
Rorschach density 
Rorschach mean defense demand 
Rorschach content level 1 
Rorschach formal level 1 
Rorschach primary process level 1 
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DENIAL OF ILLNESS - 
Psychiatric Status Schedule denial of illness 
IMPS anxiety-intropunitiveness 
Camarillo Dynamic Assessment Scale: insight 
Camarillo Dynamic Assessment Scale: motivation 
EGO WEAKNESS' 
Camarillo Dynamic Assessment Scale: ego strength 
Camarillo Dynamic Assessment Scale: sense of personal 
identity 
POSITIVE ATTITUDE 
Soskis Attitude Toward Illness Questionnaire: positive 
Soskis Attitude Toward Illness Questionnaire: integrates 
Soskis Attitude Toward Illness Questionnaire: insight pos- 
itive 
Soskis Attitude Toward Illness Questionnaire: future pos- 
itive 
GLOBAL PSYCHOPATHOLOGY 
Menninger Health-Sickness Rating Scale: total score 
Psychiatric Status Schedule total score 
IMPS total score 
Camarillo Dynamic Assessment Scale: weighted total 
score 
Katz Adjustment Scale—Subject: symptom discomfort 
Katz Adjustment Scale—Relative: general psychopathol- 


ogy 
ANXIETY-DEPRESSION 
Psychiatric Status Schedule anxiety-depression 
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Psychiatric Status Schedule suicide and/or self-mutilation 
Psychiatric Status Schedule anxiety 

Psychiatric Status Schedule depression-suicide 
Psychiatric Status Schedule guilt 

Psychiatric Status Schedule phobias 

IMPS anxiety-intropunitiveness 


RETARDATION-APATHY 


Psychiatric Status Schedule retardation 

Psychiatric Status Schedule lack of emotion 

Psychiatric Status Schedule psychomotor retardation 
Psychiatric Status Schedule social isolation 

IMPS retardation-apathy 

Camarillo Dynamic Assessment Scale: affective contact 


SOCIAL DYSFUNCTION 


Psychiatric Status Schedule social isolation 

Psychiatric Status Schedule daily routine 

Psychiatric Status Schedule summary role 

Camarillo Dynamic Assessment Scale: object relations 

Katz Adjustment Scale—Subject: performance of socially 
expected activities 

Katz Adjustment Scale—Subject: performance of leisure 
activities 

Katz Adjustment Scale—Relative: withdrawal 

Katz Adjustment Scale—Relative: performance of socially 
expected activities 

Katz Adjustment Scale—Relative: performance of leisure 
activities 
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Aberrant T Cell-Mediated Immunity in Untreated 
Schizophrenic Patients: Deficient Interleukin-2 Production 


Françoise Villemain, M.D., Lucienne Chatenoud, M.D., Ph.D., 
André Galinowski, M.D., Françoise Homo-Delarche, M.D., Ph.D., 
Daniel Ginestet, M.D., Henri Loo, M.D., Edouard Zarifian, M.D., 

and Jean-François Bach, M.D., D.Sc. 


The authors examined the immune status at the cel- 
lular and humoral levels of 16 untreated schizophrenic 
patients. No abnormality in the distribution of T cell 
subsets (CD4*, CD8*) was detected. The proliferative 
response to the T cell mitogen phytohemagglutinin 
was normal. No increase in the number of T cells 
showing activation markers, such as human leukocyte 
antigens and interleukin-2 receptors, was noted. Con- 
versely, function studies revealed a clear deficiency in 
interleukin-2 production by purified T cells. This lower 
production was probably intrinsic to the patients’ T 
cells, since interleukin-2 production showed normal 
sensitivity to prostaglandin E -mediated down-regula- 
tion by autologous monocytes. 

(Am J Psychiatry 1989; 146:609-616) 


() ver the past few years, evidence that schizo- 
phrenic patients have abnormal immune reactiv- 
ity has accumulated. These patients have shown alter- 
ations of nonspecific cellular immune parameters, 
namely, a smaller number of peripheral blood lympho- 
cytes (1—5) as well as an abnormally low capacity of 
these lymphocytes to respond to normal mitogenic 
stimuli by proliferation (2) and production of interleu- 
kin-2 (6). Moreover, there have been reports describ- 
ing aberrant cellular and humoral immune reactivity to 
nerve tissue. Abnormal, in vivo, delayed-type hyper- 
sensitivity reactions to crude antigenic preparations (7, 
8) and the presence of antibrain antibodies (9—11) 
have been reported in some schizophrenic patients. 
Taken together, these data suggest that a primitive or 
secondary autoimmune process occurs in schizophre- 
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nia and, more hypothetically, that this process could 
contribute to the pathogenesis of the disease. 

The interpretation of these data is hampered, how- 
ever, by the fact that most of the patients studied were 
receiving neuroleptic drugs, which could themselves 
induce iatrogenic immunomodulation. The aim of this 
study was to analyze in a group of never-treated 
schizophrenic patients several immune parameters pre- 
viously shown to be altered in schizophrenic patients 
receiving neuroleptic drugs. Particular emphasis was 
given to the study of interleukin-2 production by stim- 
ulated peripheral T lymphocytes and its down-regula- 
tion by autologous monocytes. The distribution of the 
main peripheral regulatory T lymphocyte subsets, 
namely, helper/inducer (CD4*) and cytotoxic/suppres- 
sor (CD8*) cells, was also studied by using specific 
mouse monoclonal antibodies. Other monoclonal an- 
tibodies were used to detect the presence of peripheral 
T cells showing phenotypic signs of cell activation, that 
is, human leukocyte antigen (HLA) class II (DR) anti- 
gens and interleukin-2 receptors, which have been ob- 
served in abnormal numbers in several autoimmune 
diseases (12, 13). Finally, we sought the presence in the 
patients’ serum of various non-organ-specific autoanti- 
bodies, including anti-T cell autoantibodies. Such 
autoantibodies have been described in several autoim- 
mune diseases (14, 15) as well as in neuroleptic-treated 
schizophrenic patients (16). 


METHOD 


Sixteen schizophrenic patients were included in the 
present study. All were free of acute or chronic sys- 
temic diseases known to be associated with immuno- 
logical abnormalities. None was receiving any drug at 
the time of the study, and none had been treated with 
drugs before the study began. All tests were performed 
before antipsychotic treatment was started. Informal 
consent was obtained from the patients after the pro- 
cedure had been fully explained. Ten age- and sex- 
matched healthy volunteers were studied as control 
subjects. 

The patients were divided into three groups defined 
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according to DSM-III criteria: group 1, six patients 
(two male and four female; mean=SD age=27.5+8.1 
years, range= 18-37 years) with paranoid schizophre- 
nia; group 2, seven patients (five male and two female; 
age=25.0+2.5 years, range=21-—28 years) with disor- 
ganized schizophrenia; and group 3, three patients 
(two male and one female; age=28.3+3.0 years, 
range=25—31 years) with undifferentiated schizophre- 
nia. Seven of the 16 patients were included in the study 
at the time of their first episodes of the disease; one of 
these patients had an acute onset, whereas the other six 
exhibited a more gradual course. The duration of ill- 
ness ranged from 6 months to 18 years (mean=5 years 
and 6 months). Nine patients were currently working 
and seven were unemployed. Eleven patients were un- 
married, four were separated, and only one was mar- 
ried at the time of the study. Finally, 12 of the 16 
patients did not have family psychiatric histories; the 
other four had family histories that included various 
psychiatric disorders. 

Thirty milliliters of heparinized peripheral venous 
blood were collected from each patient and control 
subject and centrifuged (30 minutes at 400 g) on a 
Ficoll Paque gradient (Pharmacia, Uppsala, Sweden). 
Mononuclear cells were recovered at the interface, 
washed twice in RPMI 1640 medium (GIBCO, Paisley, 
Scotland), and diluted to 10x106 cells/ml. When 
needed, T lymphocytes were purified by means of E 
rosetting with the use of neuraminidase-treated sheep 
red blood cells (for formation of E rosettes) according 
to a technique already described (12). The rosetting E* 
cell sample thus obtained contained 92%—95% 
OKT3* T cells, whereas the nonrosetting E~ non-T 
cell sample contained 2%~—5% OKT3* cells (OKT3 is 
a mouse monoclonal antibody specific for all mature 
human T cells), 45%-—50% B cells, and 43%-—47% 
monocytes. 

T cell subset phenotype was studied, as already de- 
scribed elsewhere (17), by indirect immunofluores- 
cence with the use of the following mouse monoclonal 
antibodies that recognize differentiation or activation 
membrane markers: OKT3 (Ortho, Raritan, N.J.), 
specific for all mature human T cells (anti-CD3); 
OKT4 (Ortho), specific for helper/inducer T cells (anti- 
CD4); OKT8 (Ortho), specific for suppressor/cyto- 
toxic T cells (anti-CD8); IOT14 (Immunotech, Mar- 
seille, France), specific for the interleukin-2 receptor; 
and 2.06 (donated by Dr. D. Charron), directed 
against monomorphic determinants of human HLA 
class II molecules. The cells (10 10°/ml) were incu- 
bated at 4 °C with appropriate dilutions of the mono- 
clonal antibodies. After two washes in cold Hanks’ 
balanced salt solution (Eurobio, Paris, France) con- 
taining 5% fetal calf serum (GIBCO) and 0.2% so- 
dium azide, the cells were labeled with fluorescein- 
labeled goat antimouse immunoglobulin G (IgG) 
antiserum (Nordic, Tilburg, The Netherlands). Fol- 
lowing washing and resuspension, one drop was ex- 
amined under a Leitz Dialux microscope equipped for 
epifluorescence, and 200 cells per slide were counted. 
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The percentage of each T cell subset relative to the 
total number of OKT3* cells counted was then calcu- 
lated, and the ratio of the percentage of OKT4" to the 
percentage of OKT8™ cells was computed. 

The culture medium was RPMI 1640 supplemented 
with penicillin (100 U/ml), streptomycin (100 mg/ml), 
1% L-glutamine (Sigma, St. Louis, Mo.), and fetal calf 
serum at 2% and 10% final concentration for lympho- 
kine production and cell proliferation, respectively. 
Mitogen-induced proliferation was tested by stimulat- 
ing rosetting T cells (E~ cells, 110° cells/ml) in flat- 
bottomed culture microplates (Falcon, Becton Dickin- 
son, Lincoln Park, N.J.), 200 wl per microwell in 
triplicate, with phytohemagglutinin A (PHA) (Phar- 
macia) at a 2-yg/ml final concentration. Following 48 
hours of culture at 37 °C in a 5% CO, humidified 
atmosphere, proliferation was assessed by means of 18 
hours of [ H]thymidine (Amersham, Les Ulis, France) 
(1 aCi per well) incorporation. Cells were harvested, 
and the radioactivity incorporated by each microwell 
was counted in a Delta 300 microbeta scintillation 
counter (Searle Analytic, Des Plaines, Ill). The prolif- 
eration index was calculated as follows (cpm=counts 
per minute): 


cpm (cells +PHA)—cpm (cells— PHA) 
cpm (cells— PHA) 


To study lymphokine production, rosetting T cells 
(110° cells/ml) were stimulated in 24-well Limbro 
culture plates (GIBCO) (1 ml per well) with PHA at 
0.4 pg/ml and 4.0 pg/ml final concentrations. Culture 
supernatants were collected after 48 hours of culture, 
centrifuged for 10 minutes at 400 g, filtered through 
0.45-um filters (Millipore, Bedford, Mass.), and stored 
at —20 °C until tested for interleukin-2 activity. In 
parallel with cultures that had rosetting E~ T cells 
alone, other cultures were made in separate wells, 
where variable proportions (10% and 30%) of non- 
rosetting E~ cells were added to the E* cell suspen- 
sions and stimulated as described. To test the effect of 
irradiation on interleukin-2 production, cultures of 
irradiated (1000 rad) E*-rosetting T cells were also 
analyzed. 

Interleukin-2 activity contained in culture superna- 
tants was measured in parallel by a biological assay in 
which the interleukin-2-dependent mouse T cell line 
CTLL-2 was used and by soluble-phase radioimmuno- 
assay in which human [!**IJinterleukin-2 was used. 
For the biological assay, CTLL-2 cells diluted at 
4x 10° cells/ml in RPMI 1640 medium supplemented 
with 10% fetal calf serum, 1% L-glutamine, antibiot- 
ics, and 5x107% M mercaptoethanol were cultured in 
round-bottomed microplates (Nunclon, Roskilde, 
Denmark) in the presence of serial dilutions of test 
supernatants. Proliferation was assessed after 72 hours 
of culture by means of 3-(4,5-dimethylthiazole-2-yl)- 
2,5-diphenyltetrazolium bromide (MTT) (Sigma) in- 
corporation. Ten microliters of MTT per microwell 
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were incubated for 4 hours at 37 °C. Then, to stop the 
reaction, 150 pl of isopropanol were added to each 
microwell. The optical density was read in a Multiscan 
(Dynatech, Marnes La Coquette, France) at 570 nm. 
Units were calculated by comparison with the mito- 
genic activity of serial dilutions of a reference super- 
natant containing, by definition, 1 U/ml of interleukin- 
2 (produced by 48 hours of PHA stimulation of 
normal peripheral blood lymphocytes) (18). The unit 
concentration of each supernatant was calculated by 
means of a probit program. 

For all patients, soluble-phase radioimmunoassay 
was performed in parallel with the biological assay. 
The radioimmunoassay kit, including all the reagents, 
was provided by Medgenix (Fleurus, Belgium). One 
hundred microliters of the samples to be tested (in du- 
plicate at serial dilutions) were incubated with 100 pl 
of rabbit antthuman interleukin-2 polyclonal antise- 
rum for 18—24 hours at room temperature. Then 100 
wl of the tracer [~ I]interleukin-2 were added to each 
tube and incubated for 4 hours at room temperature. 
Following the addition of antirabbit y-globulins di- 
luted in a buffer containing polyethylene glycol, cellu- 
lose, and polyoxyethylene sorbitan monolaurate, the 
samples were centrifuged for 15 minutes at 1500 g. 
The supernatant was aspirated and the radioactivity of 
the pellet assessed in a gamma counter (LKB, Paris, 
France). 

The same standards used in the biological assay, 
namely, the natural interleukin-2-containing super- 
natant and human recombinant interleukin-2, were 
used in the radioimmunoassay. The bound radioactiv- 
ity (i.e., the percentage of [’*J]interleukin-2 bound) 
was determined as follows (cpm=counts per minute): 


B/Box100= PE (standard or sample)~cpm (nonspecific) x100 
cpm (zero standard)—cpm (nonspecific) 


where cpm (nonspecific)=buffer plus tracer and cpm 
(zero standard)=sample containing 0 U/ml of inter- 
leukin-2. 

The B/BoX 100 values for each standard point were 
plotted as a function of the interleukin-2 concentration 
with the use of semilogarithmic paper. Interleukin-2 
concentrations in test samples were then calculated by 
extrapolation to the standard curve. 

The prostaglandin E, (PGE,) concentration in cul- 
ture supernatants was tested by radioimmunoassay as 
previously described (19). Prostaglandins were ex- 
tracted from the supernatants according to a modifi- 
cation of Frélich’s technique (20). Aliquots of the sus- 
pensions were mixed with acetone (1:2, volume per 
volume) and centrifuged (5 minutes at 3000 g), and the 


supernatants were treated with 2 volumes of hexane. | 


After acidification to pH 3.5 with 70% citric acid, the 
lower phase was mixed with 2 volumes of chloroform. 
Following agitation at 4 °C overnight, the organic 
phase was evaporated under nitrogen. After extrac- 
tion, the prostaglandin-containing fractions were sus- 
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pended in sodium chloride phosphate buffer, pH 7.4, 
containing 0.1% sodium azide and 0.1% gelatin. 
Cross-reactivity of the antiserum (anti-PGE, antibod- 
ies, Institut Pasteur, France) with 25 various prosta- 
glandins and related compounds was lower than 
0.1%, except for PGE,, for which it was 10%. The 
concentration of PGE, in each supernatant was calcu- 
lated by means of a probit program, and the results 
were expressed in picograms per milliliter. 

Normal T cells were prepared by E rosetting, as 
already described. Patients’ and control subjects’ se- 
rum was screened for anti-T cell autoantibodies by 
using an indirect immunofluorescence assay: 10 ul of 
test or control serum were incubated for 30 minutes 
at 4 °C with 0.510® normal rosetting E* cells in 50 
ul final volume. The cells were then washed twice 
in Hanks’ balanced salt solution containing 0.2% so- 
dium azide and 5% fetal calf serum and incubated 
with an appropriate dilution of fluorescein-conjugated 
goat antihuman Ig antiserum (Nordic). Following 
three washes in Hanks’ balanced salt solution supple- 
mented with 0.2% sodium azide and 5% fetal calf 
serum, the cellular suspension was examined under a 
Leitz Dialux microscope, and 200 cells per slide were 
scored. The percentages of fluorescent cells were then 
calculated. 

Total antinuclear antibodies were detected in the 
plasma of the patients and control subjects by means 
of indirect immunofluorescence assay, as previously 
described (21). The substrate consisted of 4-2 cryostat 
sections of mouse liver, flash-frozen in liquid nitrogen, 
without acetone fixation. The reactant was a fluores- 
cein-conjugated IgG fraction of a goat antihuman Ig 
serum (IgA, IgG, IgM) (Cappel Laboratories, West 
Chester, Great Britain). Titers higher than 1/10 were 
considered positive. 

Antihistone antibodies were detected by means of a 
micro-enzyme-linked immunoabsorbent assay (ELISA) 
technique, as previously described (22). A positive 
finding was defined as a difference in optical density 
(comparing histone-coated plates and noncoated 
plates for patients) higher than the mean+2 SD for the 
control subjects’ plasma. 

Antidenatured DNA antibodies were detected by 
means of the Farr assay with '*C-labeled native DNA 
extracted from Escherichia coli (Amersham) and 
treated at 100 °C for 30 minutes, flash-frozen in ice, 
and, finally, sonicated, as in a previously described 
technique (23). A percentage of DNA binding high- 
er than the mean+3 SD in the control subjects’ plas- 
ma was defined as a positive finding for anti-DNA 
antibodies. 

All of the data we report are expressed as mean+SD. 
Differences between means were assessed by either 
two-way analysis of variance followed by post hoc 
Newman-Keuls q tests (for PGE, and interleukin-2 
production) or Student’s t test for unpaired data (for T 
cell phenotypes). 
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Figure 1. T Cell Phenotypes in 16 Schizophrenic Patients and 10 
Normal Control Subjects” 
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80 
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“No significant differences between patients and control subjects in 
percentages of fluorescent cells were found: CD4* cells (mean 
+SD)=51.4%+10.2% for patients and 59,1% +10.6% for normal 
control subjects; CD8* cells=36.0%+65% for patients and 
35.1% £7.1% for normal control subjects; ratio of CD4* cells to 
CD8* cells=1.4% +0.8% for patients and 1.6% +0.6% for normal 
control subjects. 


RESULTS 


Peripheral T Cell Differentiation and Activation 
Markers 


The immunofluorescence assay in which the differ- 
ent mouse monoclonal antibodies were used was per- 
formed on E-rosetting T cells. Under these experimen- 
tal conditions, the mean+:SD proportion of OKT3* 
cells including all mature peripheral T lymphocytes 
was 96.3%+4,5% for the 16 schizophrenic patients 
and 92.9% +6.9% for the 10 normal contro] subjects. 

As shown in figure 1, a normal distribution of the 
two main regulatory T cell subsets (i.e., helper/inducer 
CD4* and cytotoxic/suppressor CD8* T cells) was 
found in all the schizophrenic patients analyzed. More- 
over, none of the patients exhibited any sign of periph- 
eral T cell activation. Thus, similar background per- 
centage values of peripheral T cells showing either 
HLA class II (DR) antigens or interleukin-2 receptors 
were found in both schizophrenic patients and normal 
control subjects without significant statistical differ- 
ence: mean+SD DR* T cells=4.1% +1.3% for the 16 
patients and 3.6%+1.3% for the 10 control subjects; 
mean+SD interleukin-2 positive-receptor T cells= 
0.6% +0.2% for the patients and 0.1% +0.4% for the 
control subjects. 


Mitogen-Induced T Cell Proliferation and 
Interleukin-2 Production 


The capacity of purified E-rosetting T cells to pro- 
liferate in the presence of the T-cell-specific mitogen 
PHA was evaluated for patients and control subjects. 
Similar proliferation indexes were found for the two 
groups: meantSD=115.8+136.7 for the schizo- 
phrenic patients (values for 12 patients) and 108.2+ 
140.6 for the normal control subjects (values for nine 
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Figure 2. Interleukin-2 (IL-2) Production in 16 Schizophrenic Pa- 
tients and 10 Normal Control Subjects" 
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*Detected in stimulated T cell culture supernatants by bioassay with 
the CTLL-2 cell line. When various percentages (10%, 30%) of 
monocytic cells were added, a significant decrease in T cell inter- 
leukin-2 production was observed for normal control subjects and 
for schizophrenic patients: E* cells (mean+SD)=1.10+0.49 U/ml, 
E++10% E~=0.61+0.61 U/ml, and E*+30% E~=0.38+0.59 
U/ml for normal control subjects; E* =0.43+0.33 U/ml, E* +10% 
E~=0.35+0.25 U/ml, and E*+30% E7~=0.17+0.10 U/ml for 
schizophrenic patients. 


subjects). The difference between mean values was 
nonsignificant when analyzed by Student’s t test. 

In parallel with the analysis of the PHA-induced 
proliferative response, the capacity of mitogen-stimu- 
lated T cells to produce interleukin-2 was determined. 
As shown in figure 2, mean interleukin-2 activity was 
significantly lower in culture supernatants from the 
schizophrenic patients than in those from the normal 
control subjects (q=5.91; p<0.01); an activity of 
<0.50 U/ml—close to the background value—was 
found in nine (56%) of the 16 patients studied. In all 
patients, interleukin-2 activity was measured in paral- 
lel by a biological assay (proliferation of the interleu- 
kin-2-dependent CTLL-2 line) and a soluble-phase ra- 
dioimmunoassay. There was a good correlation of the 
results obtained with the two tests on the same sam- 
ples (r=0.73, df=25, p<0.01), which confirmed the 
absence in these culture supernatants of any soluble 
material that could have interfered with the biological 
assay and have accounted for the low interleukin-2 
activity values found in a great number of the patients. 

To study further the sensitivity of patients’ T cells to 
the mitogenic stimulus, different PHA doses were 
tested in parallel, with mitogenic (0.4 pg/ml) and su- 
pramitogenic (4.0 ug/ml) concentrations. Although in- 
terleukin-2 production regularly increased with higher 
mitogen doses, a significant difference was still ob- 
served between patients’ and control subjects’ values 
according to Student’s t test. At the 0.4-.g/ml mitogen 
dose, interleukin-2 production (mean+SD) was 0.43 
+0.33 U/ml for the schizophrenic patients and 
1.10+0.49 U/ml for the control subjects (t=—4.01, 
df=25, p<0.001). At the 4.0-g/ml dose, interleukin-2 
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_ production was 2.27+1.22 U/ml for the patients and 
4.17+1.99 U/ml for the control subjects (t=—3.02, 
df=25, p<0.01). 

The limited number of patients studied does not per- 
mit us to draw any conclusion about the possibility of 
a correlation between the deficit in interleukin-2 pro- 
duction and the clinical form of schizophrenia (para- 
noid, disorganized, or undifferentiated). It may be 
noted, however, that the three patients in the study 
who had undifferentiated schizophrenia showed an in- 
terleukin-2 production of <0.50 U/ml. 


Modulation of Interleukin-2 Production by 
Autologous Non-T Cells and Low-Dose Irradiation 


In both patients and normal control subjects, the 
addition of increasing proportions (10%, 30%) of 
autologous nonrosetting E` cells (i.e., a sample includ- 
ing approximately 50% B lymphocytes and 50% mon- 
ocytes) to the culture resulted in a consistent decrease 
in T cell interleukin-2 production. For each additional 
concentration of autologous E` cells, interleukin-2 
production was significantly lower than in culture 
supernatants of E~ T cells alone (F=9.32, df=2, 
72, p<0.001) (figure 2). In addition, this decrease 
was found to be significantly more important in 
schizophrenic patients’ T cell cultures (F=17.15, df= 
1, 72, p<0.001). This pattern was observed even for 
patients whose T cells alone showed low interleukin-2 
production. 

It has been reported (24) that the down-regulation 
of production afforded by autologous non-T cells and, 
more precisely, by monocytes involves the release of 
PGE,, which in turn activates radiosensitive suppres- 
sor T cells. In order to confirm that the inhibition ob- 
served in patients and control subjects was mediated 
by identical pathways, both the PGE, concentrations 
in culture supernatants and the effect of low-dose ir- 
radiation of T cells on interleukin-2 production were 
tested in patients and control subjects. 

As shown in figure 3, similar PGE, concentrations 
were found in each given culture condition (i.e., E* T 
cells alone, E* T cells plus 10% non-T [E7] cells, and 
E* T cells plus 30% non-T [E7] cells) in patients’ and 
control subjects’ cellular supernatants. In all cases 
tested, the increase in PGE, values fully paralleled the 
number of non-T cells present in cell cultures (F=7.30, 
df=2, 19, p<0.01) without any significant difference 
between patients and control subjects. 

As previously reported, it was found that in both 
patients and control subjects, low-dose irradiation 
(1000 rad) of T cells totally overcame the inhibitory 
effect of PGE, on interleukin-2 production, probably 
through direct action on the suppressor T cell subset 
that finally mediates down-regulation. Irradiation in- 
duced a twofold increase in interleukin-2 production. 
In each group the increase proportional to the initial 
interleukin-2 value was such that, even with irradiated 
T cells, mean interleukin-2 production was signifi- 
cantly lower in the schizophrenic patients than in the 
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Figure 3. Prostaglandin E, (PGE,) Production in Schizophrenic Pa- 
tients and Normal Control Subjects" 
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*The level of PGE, increased under the same culture conditions for 
normal control subjects and for schizophrenic patients, without 
significant differences: E* cells (meant$D)=12.3426.6 pg/ml, 
E*+10% E~=69.4+89.4 pg/ml, and E*+30% E-=120.8+178.3 
pg/ml for normal control subjects (N=6); E*=2.4+1.6 pg/ml, 
ET +10% E~ =35.2+28.7 pg/ml, and E* +30% E-=175.8+188.1 
pg/ml for schizophrenic patients (N=9}. 


normal control subjects (mean+$D=1.09+0.60 U/ml 
for patients and 2.87+1.73 U/ml for control subjects; 
t=—3.79, df=24, p<0.001). 


Anti-T Cell Autoantibodies and Antinuclear 
Autoantibodies 


In none of the patients studied was the presence 
of circulating antibodies reacting with normal T cells 
detected in the indirect immunofluorescence assay. 
The difference in the mean+SD value of E-rosetting T 
cells stained with the patients’ serum (1.4% +2.5%) 
and that of the control patients (1.2%+1.5%) was 
nonsignificant. 

Five patients (31%) and two control subjects (20%) 
showed antinuclear antibodies on assessment by indi- 
rect immunofluorescence of rat liver tissue sections. 
Two patients showed considerable concentrations of 
antidenatured DNA antibodies (17% and 25%). None 
of the patients exhibited detectable levels of antihis- 
tone antibodies. 


DISCUSSION 


The etiology of schizophrenia is largely unknown. 
To gain further insight into the pathogenesis of this 
disease, several hypotheses that involve genetic, bio- 
chemical, neurochemical, environmental, and, much 
more recently, immunological mechanisms (25) have 
been considered. The theories concerning the involve- 
ment of immunological abnormalities in schizophrenia 
are not recent, since the first studies were published in 
the 1960s (26—28). More recently, with the develop- 
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ment of a new research field—neuroimmunomodula- 
tion—we can study the relationships between the CNS 
and the immune system. Thus, the recent data concern- 
ing the presence on human lymphocytic cells of recep- 
tors for various neurotransmitters (29) has led to a 
new interest in analyzing the immune status of patients 
suffering from neurological or psychiatric disorders. 

Immune responses are the result of a complex cellu- 
lar interaction involving functionally and physically 
distinct lymphocyte subsets together with various sol- 
uble mediators produced by either stimulated lympho- 
cytes {i.e., lymphokines) or monocytes ({i.e., mono- 
kines). In fact, lymphocytes are a heterogeneous group 
exhibiting either effector or regulatory functions. 
Among the former one may distinguish Ig-producing B 
cells and T cells that mediate cytotoxic or delayed-type 
hypersensitivity reactions. Among the latter are T lym- 
phocytes exhibiting helper/inducer or suppressor func- 
tions (17). These various cell subsets may be analyzed 
by studying not only their functions but also their phe- 
notypes, inasmuch as they show distinct membrane 
surface antigens or receptors that may be specifically 
recognized by panels of mouse monoclonal antibodies 
(17). 

Interleukin-2, formerly termed “T cell growth 
factor,” is a glycosylated protein (15-18kDa) produced 
by T lymphocytes after mitogenic or antigenic stimu- 
lation (30). Interleukin-2 has been purified to homo- 
geneity, and its gene has been cloned, making the pro- 
tein available as recombinant material. Interleukin-2 
acts as a growth factor in that it promotes cell prolif- 
eration and differentiation of cells exhibiting its spe- 
cific receptors (31). Originally, interleukin-2 was 
thought to act exclusively on T cells (mainly cytotoxic 
T cells and cells mediating delayed-type hypersensitiv- 
ity reactions) (32), but more recent data have shown 
that B cells (33) and even monocytes under particular 
conditions (34) may show interleukin-2 receptors that 
render these cells sensitive to the lymphokine action. 

Our preliminary report (6) showed that interleukin- 
2 production by PHA-stimulated peripheral T cells 
from schizophrenic patients who were either untreated 
or receiving one neuroleptic drug was significantly 
lower than that of normal control subjects. These data 
have now been extended to a larger series of patients, 
who were drug free at the time of study. The results 
indicate that the abnormality in interleukin-2 produc- 
tion is directly related to the disorder rather than rep- 
resenting an epiphenomenon secondary to drug ther- 
apy. It is noteworthy that highly similar results were 
obtained by using in parallel the conventional bio- 
logical assay based on the proliferation of the mouse 
cytotoxic CTLL-2 line and a recently developed solu- 
ble-phase radioimmunoassay that uses radiolabeled 
human interleukin-2 as a tracer. This excludes the pos- 
sibility that the defect observed in schizophrenia is re- 
lated to the presence of a soluble material present in 
the culture supernatants which could interfere with the 
biological assay. Moreover, the fact that the abnormal- 
ity in interleukin-2 production in schizophrenia is ob- 
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served when supramitogenic concentrations of the mi- 
togen are used obviates the possibility that the 
observed defect is due to an abnormal refractoriness of 
patients’ T lymphocytes to the stimulus. 

A decrease in interleukin-2 production can be re- 
lated either to an intrinsic abnormality of the interleu- 
kin-2-producing T cell or to an aberrant regulation of 
lymphokine production. To gain further insight into 
these possibilities, parameters of the regulatory path- 
ways of interleukin-2 production were explored. Inter- 
leukin-2 production depends closely on the presence of 
a minimal number of monocytes. On the one hand, 
monocytes positively modulate interleukin-2 produc- 
tion through the release of interleukin-1 (24). On the 
other hand, monocytes down-regulate interleukin-2 
production by means of the release of prostaglandins 
(mainly PGE,) (24). PGE, depresses interleukin-2 pro- 
duction by activating radiosensitive specific suppressor 
T lymphocytes that inhibit the interleukin-2-producing 
T cells. Studies of in vitro induction of suppressor cells 
by PGE, have shown that the suppressor precursors 
segregate principally with CD8* T cells and, to a lesser 
degree, with CD4* lymphocytes (35). However, once 
differentiated, the suppressor effector cell shows only 
the CD8 phenotype (35). 

Results obtained in this study show that for all of 
the schizophrenic patients studied, the addition of 
increasing proportions of autologous monocytes in- 
duced, as it did for normal control subjects, a sig- 
nificant decrease in interleukin-2 production. More- 
over, the analysis of PGE, levels in the same culture 
supernatants that were tested for their interleukin-2 
activity did not reveal any significant difference be- 
tween patients and control subjects. One may thus 
conclude that the lower interleukin-2 activity observed 
in schizophrenic patients is not related to abnormal- 
ly high monocyte activity resulting in increased PGE, 
secretion. 

This interpretation is compatible with the observa- 
tion that lower interleukin-2 production is still ob- 
served in cultures from schizophrenic patients after 
lymphocyte irradiation, which inactivates the radio- 
sensitive suppressor T cells activated by PGE). Finally, 
one may conclude that in schizophrenic patients, lower 
interleukin-2 activity is more probably related to an 
intrinsic defect (either qualitative or quantitative) of 
the interleukin-2-producing T cell than to aberrant 
regulation of lymphokine production, that is, greater 
suppression. It is interesting to note that the PHA- 
induced proliferation of schizophrenic patients’ T cells 
was normal despite the defective interleukin-2 activity 
(interleukin-2 is one major mediator of PHA-driven 
proliferation). Such apparently paradoxical results 
have frequently been observed in various patholog- 
ical situations, probably because, at least in bulk cul- 
tures, more sensitive evaluation of minor or moderate 
differences is provided by mitogen-promoted inter- 
leukin-2 production than by proliferation. Detailed 
analysis of the proportions of the main peripheral reg- 
ulatory T cell subsets—helper/inducer (CD4*) and 


Am ] Psychiatry 146:5, May 1989 


cytotoxic/suppressor (CD8*)—revealed no numerical 
abnormality for any of the schizophrenic patients. 
These results underline the fact that functional T cell 
abnormalities do not necessarily correlate with major 
numerical imbalances. 

Lower interleukin-2 production similar to that de- 
scribed here has been reported in experimental animals 
as well as in humans with autoimmune diseases (36). 
These findings, added to some reports suggesting the 
presence of autoantibodies directed to nerve tissue in 
schizophrenic patients, prompted us to look for other 
parameters of immunity known to be altered in ongo- 
ing autoimmune processes, i.e., the presence of antinu- 
clear (37) or anti-T cell autoantibodies (14) and of 
circulating activated T cells (38—43). 

In vivo activated T cells show class II HLA antigens 
and/or interleukin-2 receptors that may be character- 
ized by means of specific monoclonal antibodies. High 
proportions of DR* T cells have been reported in a 
number of autoimmune disorders, including systemic 
lupus erythematosus (38), rheumatoid arthritis (39), 
type I insulin-dependent diabetes (40), Graves’ disease 
(41), Hashimoto’s thyroiditis (42), and Addison’s dis- 
ease (43). However, in none of the schizophrenic pa- 
tients we studied could any phenotypical sign of T cell 
activation be found. This finding is at variance with 
previous reports by Hirata-Hibi et al. (44, 45), but it 
must be stressed that these authors used cytological 
criteria (clear cytoplasmic basophilia and irregular nu- 
clear shape, often showing a lobulation or deep inden- 
tation) to characterize the “‘activated” P cells they de- 
scribed. However, in the present study we used 
membrane labeling with monoclonal antibodies recog- 
nizing membrane antigens that are exhibited exclu- 
sively by activated cells. The difference in techniques 
may well explain the discrepancy between our results 
and those obtained by Hirata-Hibi et al. 

Anti-T cell autoantibodies are found in several au- 
toimmune diseases, such as systemic lupus erythema- 
tosus, rheumatoid arthritis, and multiple sclerosis (46). 
Here again, however, the serum from the schizo- 
phrenic patients we studied did not show any abnor- 
mal anti-T cell reactivity. 

Finally, some antinuclear autoantibodies, including 
antidenatured DNA and antihistone antibodies, were 
present in our series of untreated schizophrenic pa- 
tients: two patients showed positive titers of antidena- 
tured DNA antibodies. Further analysis of a larger 
group of patients would be needed to confirm this find- 
ing and draw firm conclusions about the significance of 
these autoantibodies in schizophrenia. It must be 
stressed that this result is not necessarily in opposition 
to various reports, including one of ours (16), of high 
titers of antinuclear autoantibodies in patients with 
schizophrenia or affective disorders. In fact, all of these 
reports, which are at variance with the findings of the 
present study, concerned patients receiving combina- 
tions of neuroleptic, thymoregulator, and anxiolytic 
drugs. Thus, it appears that the presence of antinuclear 
antibodies, rather than representing a hallmark of 
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these disorders, is an epiphenomenon related to the 
therapy received by these patients. This interpretation 
is further strengthened by the fact that, at least in our 
previous study (16), mainly antihistone antibodies 
were found. This is precisely the type of antinuclear 
antibody most commonly found in drug-induced lupus 
syndromes (47). 


CONCLUSIONS 


The present study confirms and extends for the first 
time in a series of never-treated schizophrenic patients 
preliminary data showing that abnormal interleukin-2 
production is associated with schizophrenia. At pres- 
ent it is difficult to ascertain whether this defect reflects 
CNS abnormalities. Given the rapidly growing evi- 
dence on the interactions that exist between the CNS 
and the immune system, the present findings further 
stress the importance of developing collaborative CNS 
and immune system studies of psychiatric patients to 
better define whether the CNS plays a role in the ab- 
normalities observed. 

It is still impossible to ascertain whether this abnor- 
mality is correlated with any particular clinical form of 
schizophrenia (paranoid, disorganized, or undifferen- 
tiated). A study in progress, which includes larger 
numbers of patients in each clinically defined group, 
will probably resolve this important question and bet- 
ter establish the possible relationship between the ab- 
normality of T cell function and the pathogenesis of 
schizophrenia. 
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Double-Blind Controlled Trial Comparing Carbamazepine 
to Oxazepam Treatment of Alcohol Withdrawal 


Robert Malcolm, M.D., James C. Ballenger, M.D., 
Ellie T. Sturgis, Ph.D., and Raymond Anton, M.D. 


Of 86 alcoholic men with severe alcohol withdrawal 
who began a double-blind controlled study comparing 
carbamazepine, 800 mg/day, to oxazepam, 120 mg/day, 
66 (carbamazepine, N=32; oxazepam, N=34) com- 
pleted the 7-day trial. In general, the drugs were found 
to be equally efficacious in treating the withdrawal 
syndrome and not significantly different with respect 
to side effects. The subjects taking oxazepam had an 
increase in global psychological distress from day 3 to 
day 7, and those taking carbamazepine exhibited a 
decline. The study suggests that carbamazepine is as 
effective and safe as benzodiazepine treatment for al- 
cohol withdrawal. 

(Am J Psychiatry 1989; 146:617-621' 


D espite 200 years of observation and treatment of 
alcoholism (1), the pathophysiology of alcohol 
‘ withdrawal states remains unknown. Sellers and Ka- 
lant (2) have postulated that tolerance to and physical 
dependence on ethanol lead to neurophysiologic 
changes in the CNS that compensate for the depressant 
effects on neuronal excitability, impulse conduction, 
and neurotransmitter functions. When alcohol is re- 
duced or removed, these adaptations immediately be- 
come pathologic and produce changes indicating a hy- 
perexcitable state in the CNS. Ballenger and Post (3) 
have suggested that limbic system kindling may be the 
neuropathologic mechanism causing repeated with- 
drawal states to become increasingly severe over time. 
Such kindling-induced CNS changes could be respon- 
sible for the behavioral, cognitive, affective, and even 
psychotic manifestations and seizures that occur in the 
later stages of alcoholism. 
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Carbamazepine is an iminostilbene derivative that 
resembles the tricyclic antidepressant imipramine. Un- 
til its introduction into psychiatry (4, 5), carbamaze- 
pine was primarily used for neurologic indications, 
e.g. in the treatment of trigeminal neuralgia, other 
pain syndromes, and epilepsy. We became interested in 
its potential use in alcoholism and alcohol withdrawal 
because of its ability to both retard the development of 
kindling and suppress established kindled foci. We had 
hypothesized on theoretical and clinical grounds that a 
kindling-like process might be responsible for the pro- 
gressive increase of withdrawal symptoms and psychiat- 
ric difficulties in alcoholics who had undergone alcohol 
withdrawal several times, and that carbamazepine would 
retard such a kindling-like process and lead to improve- 
ment in withdrawal-related symptoms and in the course 
of an individual’s alcoholism (3). 

At least 135 different drugs and drug combinations 
have been described in the literature for the treatment 
of alcohol withdrawal states (2). Moskowitz et al. (6) 
reviewed 80 clinical trials of pharmacologic treatment 
of alcohol withdrawal and evaluated 29 double-blind 
controlled trials in detail; they concluded that the ben- 
zodiazepines are more efficacious and safer than other 
classes of drugs but that no one benzodiazepine ap- 
pears to be the most effective when examined in group 
studies. In the United States, benzodiazepines have be- 
come the’ standard therapy for alcohol withdrawal 
states. In Europe and the United Kingdom, the treat- 
ment of alcohol withdrawal states has remained more 
diverse, and carbamazepine has become increasingly 
popular in such treatment. Open trials with carba- 
mazepine have demonstrated its effectiveness and even 
potential superiority over other agents in the manage- 
ment of alcohol withdrawal states (7, 8). Four double- 
blind, controlled studies of carbamazepine treatment 
of alcohol withdrawal (9-12) reported that carba- 
mazepine was superior to placebo in the treatment of 
withdrawing alcoholics and was equal to barbital, tia- 
pride, and clomethiazole in efficacy. There is some ev- 
idence that it may be somewhat superior to other drugs 
in terms of rapidity of amelioration of withdrawal 
symptoms and in the reduction of associated psychiat- 
ric symptoms (11). 

We, and others (3, 13, 14), have suggested that anti- 
convulsants with antikindling properties may be supe- 
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rior to traditional benzodiazepines in preventing alco- 
hol withdrawal seizures and in potentially reducing 
long-term neurologic, behavioral, and psychiatric 
complications of alcoholism. To our knowledge, no 
double-blind, controlled studies have directly com- 
pared carbamazepine to a benzodiazepine in the treat- 
ment of alcohol withdrawal. Therefore, we conducted 
a 7-day, double-blind, parallel controlled trial of car- 
bamazepine versus oxazepam in the treatment of mod- 
erate to severe alcohol withdrawal in hospitalized al- 
coholics to compare the relative efficacy of the two 
drugs in the management of alcohol withdrawal. 


METHOD 


The Alcohol and Drug Treatment Program unit of 
the Veterans Administration Medical Center, Charles- 
ton, S.C., has an average of 540 admissions per year, 
and approximately 20% of the patients require phar- 
macological treatment for symptoms of primary alco- 
hol withdrawal. All of the 512 daytime admissions to 
the unit during the 20-month period of study were 
screened for inclusion in the study. In order to partic- 
ipate in the study, patients had to be men between the 
ages of 18—65 years, meet the DSM-III criteria for 
alcohol dependency, be able to give informed consent, 
have a Mini-Mental State (15) score above 25, and 
have an admission score on the Clinical Institute With- 
drawal Assessment for Alcohol Scale of 20 or higher, 
which indicates substantial withdrawal symptoms re- 
quiring treatment (16). Our primary exclusion criteria 
were a history of 1} daily use of CNS active drugs, 
including prescription, nonprescription, and illicit 
agents, 2) 5 or more days of illicit drug abuse (other 
than alcohol) in the 30 days before admission, 3) al- 
lergic or adverse reactions to oxazepam or carbamaze- 
pine, or 4) manic;depressive illness, schizophrenia, or 
dementia. Other exclusion criteria included a history 
of hepatic encephalopathy, jaundice, ascites, diabetes, 
renal disease, neurologic disease (excluding peripheral 
neuropathy), or leukopenia. Secondary exclusion cri- 
teria that applied from day 1 to day 3 of the study 
included liver function transaminase levels ‘SGOT, 
LDH, and SGPT) that were 2.5 times higher than nor- 
mal, a total WBC below 4000/mm’, or a platelet count 
below 100,000/mm?. Subjects were also excluded if 
they had participated in any drug research protocol 

within the preceding 12 months. 
' Of the 512 potential subjects, 426 (83%) failed to 
meet study criteria (205 or 40% because of low alco- 
hol withdrawal scale scores), and 86 (17%) met initial 
study criteria and gave informed consent to partici- 
pate. The 86 subjects were blindly assigned to a group 
who received carbamazepine, 200 mg q.i.d. (N=43), 
or a group who received oxazepam, 30 mg q.i.d. 
(N=43). Five subjects (four in the carbamazepine 
group and one in the oxazepam group) were dropped 
from the study between days 2 and 3 because initial 
laboratory studies done on the day of admission met 
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exclusion criteria (hepatic transaminase values 2.5 
times higher than normal). Of the 81 remaining sub- 
jects (39 in the carbamazepine group, 42 in the oxaz- 
epam group), 15 dropped out between days 4 and 7: 
seven in the carbamazepine group (four against medi- 
cal advice, one who developed a diffuse rash, one who 
developed mental confusion, and one who received an 
additional medication, diazepam, excluded by the pro- 
tocol) and eight in the oxazepam group (three against 
medical advice, one who developed a generalized rash, 
one who developed mental confusion, one who was 
transferred to surgery, and two who received medica- 
tions, diazepam and propranolol, excluded by the pro- 
tocol). Thus, 66 subjects (32 in the carbamazepine 
group, 34 in the oxazepam group) completed the 7-day 
trial. 

To determine whether the randomization procedure 
had resulted in equivalent groups at the beginning of 
the trial, we compared the subjects assigned to the 
carbamazepine group with those in the oxazepam 
group with respect to 11 baseline variables: Clinical 
Institute Withdrawal Assessment for Alcohol Scale 
score, age, height, weight, education level, age at onset 
of reported drinking, age at onset of alcohol becoming 
a problem, age at onset of shakes after termination of 
drinking, age at onset of delirium tremens (if any), 
number of arrests for “driving under the influence,” 
and breath alcohol level at admission to the unit. 

We assessed symptoms of alcohol withdrawal in five 
areas for both groups of subjects. 1) Alcohol with- 
drawal severity was assessed with the Clinical Institute 
Withdrawal Assessment for Alcohol Scale (16), a 
standardized and validated withdrawal severity index 
that rates 15 clinical dimensions, on which scores of ` 
less than 10 represent minimal withdrawal symptoms, 
scores of 10-19 indicate moderate symptoms, and 
scores of greater than 20 represent substantial symp- 
toms. This scale was administered twice a day, 1 hour 
after administration of medication. 2) Physiological meas- 
ures, assessed twice a day, included pulse, blood pres- 
sure, and tremor. Tremor was measured in beats per 
minute (17) by using a Grass model 7 physiograph 
with an accelerometer transducer attached to a finger 
of an outstretched harid (Grass Instrument Co., model 
SPA-1). 3) Neurological measures, also evaluated 
twice a day, included deep tendon reflexes and a stand- 
ardized rating of ataxia observed while the subject 
walked heel to toe for 3 m. Both were rated on a 0- to 
4-point scale. 4) Self-report measures included levels of 
sleepiness, anxiety, alcohol craving, energy, anger, 
craving for sweets, hunger, shakiness, nausea, need for 
alcohol, and quality of the previous night’s sleep and 
were rated by each patient on 100-mm visual analog 
scales once a day in the afternoon. 5) Standard psy- 
chological testing included measures of overall psycho- 
logical distress, depression, anxiety, and mental func- 
tioning evaluated at baseline and on days 3 and 7 of 
treatment. The Global Severity Index of the Symptom 
Checklist 90-R (SCL-90-R) (18) was used as a stand- 
ard measure of overall psychological distress. The Beck 
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TABLE 1. Signincant and Nearly Significant Time Effects, Group Effects, and Group by Time Interactions of Outcome and Side Effect 
Variables for Alcoholic Men Taking Carbamazepine or Oxazepam for Alcohol Withdrawal Symptoms 





Analysis and Variable F 
Time effect 
Clinical Institute Withdrawal Assessment 
for Alcohol Scale 329.4 
Tremor 81.0 
Systolic blood pressure 5.3 
Pulse 3.4 
Gait 43.1 
SGOT 5.8 
WBC 10.5 
Shakiness 123 
Nervousness 8.3 
Craving for alcohol 10.9 
Anger 4.4 
Beck Depression Inventory 17.1 
Daytime sleepiness Sal 
Lack of energy 10.7 
Nausea 8.8 
Group effect 
SCL-90-R global distress score 13.5 
Group by Time interaction 
Pulse 2T 
Deep tendon reflex 22 
Tremor 2.4 
Anger 2.8 
Wechsler Memory Scale 3.8 
State-Trait Anxiety Inventory, state portion Fel 


Depression Inventory (19) was used to evaluate de- 
pression and mood state. The state portion of the 
State-Trait Anxiety Inventory (20) was used to assess 
anxiety. The Wechsler Memory Scale (21) was used to 
evaluate memory. 

Laboratory tests done on days 1, 3, and 7 included 
CBCs, routine chemistries, liver and thyroid function 
studies, and carbamazepine levels. 

Because of the difference in appearance of carba- 
mazepine and oxazepam, all subjects received a cap- 
sule and a tablet every 6 hours (one of active drug and 
one of placebo) for 7 days, All subjects, research staff, 
and ward clinical personnel were blind to the study 
drugs. One investigator (R.A.), who monitored labo- 
ratory values but did not participate in the rating of 
symptoms, was not blind to subject assignment. 

A power analysis was performed to determine the 
sample size needed to detect a 10% difference in group 
responses given an alpha level of 0.05. With the power 
of the design set at 80%, it was determined that 80— 
100 subjects would need to be enrolled, anticipating a 
20% dropout rate. 

All analyses were done with the BMDP statistical 
software package. Significance levels were established 
at the 0.05 level before the study began, and analyses 
were divided into outcome and side effect data. Treat- 
ment groups were compared by means of a repeated 
measures analysis of variance (ANOVA) for group ef- 
fects, time effects, and Group by Time interactions. 
Since all subjects entered the study with approximately 
the same level.of withdrawal symptoms, and since al- 
cohol withdrawal is a self-limiting illness, both groups 
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Greenhouse-Geisser- Bonferroni- 
df Corrected p Corrected p 

6, 432 <0.001 <0.001 
6, 426 =0.001 =0.001 
6, 426 =0.001 =0.01 
6, 426 <0.01 <0.10 
6, 426 =0.001 9.001 
2, 148 <0.01 <0.10 
2, 146 30.001 30.01 
5,365 0.001 0.01 
5, 365 0.001 30.01 
5, 365 =0.001 0.01 
5, 360 0.01 30.05 
L7 =0.001 =0.05 
5, 365 30.001 30.05 
5, 360 30.001 =0.01 
5, 360 30.001 30.01 
1,59 30.001 30.05 
6, 426 0.01 n.s. 
6, 426 =0.10 n.s. 
6, 426 =0.06 n.s. 
5, 360 0.01 n.s. 
1, 63 l <0.06 n.s. 
1, 63 0.01 Ns. 


were expected to show similar scores at the beginning 
and at the end of the study. Thus, the Group by Time 
interactions were considered to be the most valuable 
analysis in demonstrating which agent acted more rap- 
idly. Since we were evaluating the relative efficacy of 
the two detoxification agents, two-tailed tests of sig- 
nificance were used and the resultant p values were 
adjusted by using the Greenhouse-Geisser and Bonfer- 
roni correction factors to reduce the likelihood of type 
1 error. We report the significant p values from both 
correction factors in table 1, but the significant find- 
ings reported in Results are based on the Bonferroni 
correction (p<0.05). Demographic variables of the 
two treatment groups and of the completers and drop- 
outs were compared with Student’s t tests. 


RESULTS 


The treatment groups differed significantly on only 
one of the 11 baseline variables, the mean+SD age of 
reported symptoms of delirium tremens (carbamaze- 
pine, 30.3+4.4 years; oxazepam, 43.4+9.9 years; t= 
—4.11, df=18, p<0.001). Therefore, the two groups 
were considered to be essentially equivalent at entry to 
the study. Completers differed significantly from drop- 
outs on two of the 11 baseline variables. Forty-one of 
the 66 completers and 17 of the 20 dropouts had had 
at least one arrest for “driving under the influence.” 
These 41 completers had significantly more mean+SD 
lifetime arrests for “driving under the influence” than 
the 17 dropouts (1.8+1.0 and 1.20.4, respectively; 
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t=2.53, df=56, p<0.02). The completers also had a 
significantly higher educational level than the dropouts 
(11.6+2.3 years and 10.6+2.0 years, respectively; t= 
—1.98, df=79, p<0.05). 

For the 32 remaining patients in the carbamazepine 
group, carbamazepine serum levels, obtained on days 
3 and 7 of the study, were analyzed in the clinical labo- 
ratory by means of an immunofluorescent technique 
(TDX system, Abbott Laboratories). The mean+SD 
carbamazepine level on day 3 (9.8+2.9 kg/ml) was 
significantly higher than on day 7 (8.5+2.5 kg/ml) (t= 
1.76, df=62, p<0.05); however, this difference was 
not considered to be clinically significant. 

Table 1 presents the significant and almost signifi- 
cant time effects, group effects, and Group by Time 
interactions with respect to global alcohol withdrawal 
assessment, physiologic variables, laboratory values, 
self-report scales, psychometric scales, and side effects. 
Both carbamazepine and oxazepam treatments re- 
sulted in significant improvement in withdrawal symp- 
toms as measured by the Clinical Institute Withdrawal 
Assessment for Alcohol Scale. Both treatment groups 
achieved maximum reduction of symptoms between 
days 4 and 5, and little clinical change was noted for 
either group after day 5 (figure 1). There were no sig- 
nificant group effect differences between carbamaze- 
pine and oxazepam on this scale. 

There were no. significant group effect differences 
between the two drugs with respect to tremor, deep 
tendon reflexes, gait, blood pressure, and pulse. For 
both groups, systolic blood pressure showed a signifi- 
cant decline across time, and tremor and gait improved 
over time. 

The SGOT, alkaline phosphatase, and platelet val- 
ues were generally unchanged over the course of the 
study. Both groups showed a significant decline in 
WBCs over the course of the study. At baseline, WBCs 
were approximately 7900/mm’ in both groups; at the 
end of the study, they averaged 6800/mm’ for the car- 
bamazepine group and 7600/mm? for the oxazepam 
group. No patient in either group had a WBC below 
4000/mm’?. 

There were no significant group effect differences 
between the two drugs on any of the self-report scales. 
Self-reported shakiness, nervousness, anger, and crav- 
ing for alcohol significantly improved for both groups 
over the course of the study. 

The group analysis of the global distress score of the 
SCL-90-R indicated significantly less psychological 
distress for the carbamazepine group at the end of the 
study than for the oxazepam group. Mean scores for 
both groups were equivalent on day 3; however, by 
day 7, scores for the oxazepam group had increased 
and scores for the carbamazepine group had declined. 
Depression scores (Beck scale) improved for both 
groups over time.: 

Both medications significantly reduced disturbances 
of gait, daytime sleepiness, lack of energy, craving for 
alcohol, and nausea, and there were no significant dif- 
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FIGURE 1. Scores on the Clinical Institute Withdrawal Assess- 
ment for Alcohol Scale for Alcoholic Men in a 7-Day, Double-Blind, 
Controlled Trial of Carbamazepine Versus Oxazepam 


AQ) 
o————e Carbamazepine group (N= 32) 


*———~~-® Qxazepam group (N= 34) 





ferences between carbamazepine and oxazepam on 
these variables. 


DISCUSSION 


Our results document that carbamazepine is as 
effective as oxazepam in the treatment of substantial 
alcohol withdrawal in hospitalized male alcoholics. 
There were no significant overall differences between 
carbamazepine and oxazepam in ameliorating the 
symptoms of alcohol withdrawal measured by our pri- 
mary assessment of withdrawal symptoms, the Clinical 
Institute Withdrawal Assessment for Alcohol Scale, 
and most other symptoms of withdrawal. Both medi- 
cations were effective and appeared to be roughly 
equivalent. The subjects’ global distress scores on the 
SCL-90-R indicate that psychiatric symptoms may be 
more rapidly reduced by carbamazepine than by ox- 
azepam. This potential psychiatric difference between 
carbamazepine and oxazepam is consistent with pre- 
vious studies of carbamazepine in alcohol withdrawal 
(8, 11). 

The overall side effect profiles of each drug did not 
differ significantly. Dropouts due to side effects were 
low for both the carbamazepine and the oxazepam 
groups. The carbamazepine group had a mean decline 
in WBCs of about 1100/mm/4, a finding consistent with 
previous observations (5, 22). This decline was not 
associated with agranulocytosis (23) or other clinically 
significant sequelae. 

Our results are consistent with evidence from several 
open and controlled studies from Europe which indi- 
cates that carbamazepine is an effective treatment of 
alcohol withdrawal states (7—12). We did not find ad- 
vantages of carbamazepine substantial enough to war- 
rant its routine replacement of benzodiazepines in the 
management of most alcohol withdrawal syndromes; 
however, we suggest that carbamazepine should be 
studied further to investigate whether it is more effec- 
tive than benzodiazepines in ameliorating psychiatric 
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symptoms of alcohol withdrawal. In addition, carba- 
mazepine may prove to be more useful than oxazepam 
or other benzodiazepines in the management of alco- 
hol withdrawal states in outpatient settings because it 
is not a drug of abuse and is not likely to be abused 
with alcohol. 

Several reviews (3, 13, 14) have recommended the 
use of carbamazepine to treat alcohol withdrawal 
states because of its specific antikindling effects in lim- 
bic structures. If kindling-like changes in limbic areas 
are involved with alcohol withdrawal symptoms as has 
been hypothesized (3), then carbamazepine may have 
specific advantages over other agents. We (24) have 
observed that individuals who have had five or more 
alcohol detoxifications appear to have a greater risk 
for alcohol withdrawal seizures. Also, those individu- 
als who have made multiple attempts at alcohol with- 
drawal appear to be at greater risk for long-term psy- 
chiatric and neurologic sequelae of alcoholism (3). We 
postulate that if multiple episodes of alcohol with- 
drawal in chronic alcoholics were treated by carba- 
mazepine, the antikindling effects of carbamazepine 
could offer protection against the hypothesized cumu- 
lative kindling-like changes in the brain; if such 
changes occur and if they are at least partly involved in 
the progressive increases in psychiatric and neurologic 
symptoms in alcoholics, carbamazepine treatment of 
individual withdrawal episodes might retard this pro- 
gression. Future studies should be directed at compar- 
isons between carbamazepine and benzodiazepines in 
alcoholics who have undergone several withdrawal 
treatments. On the basis of our observation that car- 
bamazepine was more effective than oxazepam in im- 
proving psychiatric symptoms, we recommend that 
carbamazepine be evaluated in the rehabilitation phase 
of alcoholism treatment. 
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Recent Life Events and Panic Disorder 


Carlo Faravelli, M.D., and Stefano Pallantt, M.D. 


The authors assessed life events during the 12 
months before the onset of panic disorder in 64 pa- 
tients. Compared with a control group of 78 healthy 
subjects, patients with panic disorder had higher scores 
however life events were assessed, i.e., number of 
events, weighted normative scores, contextual scores, 
and number of subjects with major events. Independ- 
ent life events (those beyond the subject’s control) were 
also more numerous and more severe among the pa- 
tients. The larger number of events experienced by the 
patients was due to the more frequent occurrence of 
life stress in the month before the onset of panic dis- 
order. Loss events had the strongest relationship to 
panic disorder. 

(Am J Psychiatry 1989; 146:622-—626) 


W ith the abolition of the term “neurosis” and the 
consequent reclassification of anxiety states, the 
recurrent crises of acute anxiety (panic attacks), 
whether associated with agoraphobia or not, have.ac- 
quired a new nosological autonomy (DSM-III and 
DSM-III-R). Panic disorder has therefore received 
wide attention, and many of its features have been 
adequately described. However, the pathogenic role of 
psychosocial stressors needs further clarification. Al- 
though most of the clinical descriptions of this syn- 
drome report that the initial symptoms are often trig- 
gered by stressful life events, to our knowledge only 
two papers have investigated this topic on empirical 
grounds, focusing on the specific diagnosis of panic 
disorder and using a control group of normal subjects. 

In a preliminary report we observed that panic pa- 
tients experience more life events in the year before the 
onset of the illness than do healthy control subjects 
and that the highest concentration of life stress occurs 
in the last few months before the initial symptoms (1). 
However, no particular type of event specifically re- 
lated to panic disorder was found. Roy-Byrne et al. (2) 
confirmed that panic patients experience more life 


Received June 1, 1988: revision received Nov. 8, 1988; accepted 
Nov. 23, 1988. From the Institute of Nervous and Mental Disease 
and Florence University Medical School, Florence, Italy. Address 
reprint requests to Dr. Faravelli, Istituto Malattie Nervose e Mentali, 
Policlinico Careggi, V. le Morgagni 85, Florence, Italy. 

Supported by Italian National Research Council grant 
85.0561.56. 

Copyright © 1989 American Psychiatric Association. 


622 


events, but-their results differ from ours in several as- 
pects. The most evident difference is represented by 
nonsignificantly different scores for the patients and 
control subjects in their study on the normative meas- 
ures of life change used, i.e., the Holmes and Rahe (3) 
and Tennant and Andrews (4) scales (on the latter 
scale the difference was close to significant). An earlier 
study (5), which used nonoperational diagnostic crite- 
ria, not only noted that patients with “anxiety” had a 
greater degree of life events but also identified danger 
events as being specific causal agents for such states. 

Although the three aforementioned studies are con- 
sistent in reporting the relevance of recent life events as 
risk factors for panic disorder, this issue deserves fur- 
ther consideration. Several questions, in fact, remain 
unanswered. 

1. Is there a real increase in life stress before the 
onset of panic disorder and, if so, to what extent? 

2. For how long do life events exert their influence 
as risk factors? 

3. Is the number of events or their severity relevant? 
In other words, is there an additive factor, by which 
several repeated minor events may induce a patholog- 
ical reaction, or, rather, an all-or-nothing effect, with a 
minimum severity threshold? 

4. Is the excess of life stress causally linked to panic 
disorder, or could panic disorder be the result of par- 
ticular prepathological states (e.g., latent subclinical 
symptoms or stress-prone personality)? 

5. Is there a specific kind of life event or, rather, a 
particular meaning attached to specific events, by 
which certain experiences are more likely than others 
to induce panic disorder? 

The present paper attempts to focus on such issues 
and presents the final results of a preliminary study 
reported previously (1). 


METHOD 
Subjects 


During the period Jan. 1, 1984, to Dec. 31, 1985, 64 
patients referred to three psychiatric outpatient facili- 
ties met the following intake criteria for the study: a 
DSM-III diagnosis of either panic disorder or agora- 
phobia with panic attacks, and onset of the illness pre- 
cisely datable to within 4 months of the interview. The 
second criterion was necessary to ensure the reliability 
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of the retrospective investigation of life events, since it 
has repeatedly been reported that time may influence 
the recall of events (6—10). 

Retrospectively, all the patients met the DSM-III-R 
criteria for panic disorder. Because the level of agora- 
phobia was systematically recorded on a 5-point rating 
scale, it was also possible to subdivide the patients into 
the four categories of DSM-III-R: seven had no evi- 
dence of phobic avoidance, 23 had mild avoidance, 20 
had moderate agoraphobia, and 14 had severe agora- 
phobia. Seventeen patients were men and 47 were 
women; their meant+SD age was 32.29+9.90 years, 
the mean+SD length of education was 10.73+3.17 
years, and the mean+SD social class level (rated 1 to 5) 
was 3.18+0.90. Patients were also given a semistruc- 
tured interview in order to evaluate axis II diagnoses 
and childhood psychopathology. 

The control group was drawn from a pool of 134 
hospital employees and their relatives and acquaint- 
ances who volunteered to participate in the study. The 
original control group was selected to correspond to 
the 1981 census data for age, sex, marital status, social 
class, and education. Since the patient group was 
younger, it was necessary to randomly select 78 sub- 
jects from the control group in order to match the 
patient sample for the same variables. There were 23 
men and 55 women in the control group; their 
mean+SD age was 34.84+10.41 years, the mean+SD 
length of education was 11.78+5.85 years, and the 
mean+SD social class level was 3.04+0.88 years. 


Procedure 


The procedure for collecting and assessing the events 
has been described in detail elsewhere (11). Briefly, 
patients and control subjects were given a semistruc- 
tured interview, derived from that of Brown and Har- 
ris (12), which extensively and systematically explored 
the events of the year before the onset of the illness (the 
year before the interview in the case of control sub- 
jects), as well as the circumstances and the context in 
which they occurred. Although interviewers were 
aware of the patient or control status of the subjects, 
the reports, recorded in detail, were submitted (with 
patients and control subjects randomly mixed) to two 
different pairs of assessors who were not involved in 
the interviews and were blind as to whether a given 
account referred to a patient or to a control subject. 
Thus, any element by which the assessors could iden- 
tify whether the subjects were patients or control sub- 
jects was omitted. 

The assessors had to decide the following: 

1. Whether a given occurrence, as elicited by the 
interview, would fit any of the items on the list by 
Paykel et al. (13). This list is made up of 61 events, 
ranked in descending order of severity. A weighted 
score, obtained through a calibration study, is con- 
nected with each event. The most severe event (“death 
of child”) has a score of 19.33; the 20th event, which 
we considered the cutoff point to distinguish severe 
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from nonsevere events, is “loss of personally valuable 
object” and has a score of 14.07; and the last (61st) 
event (“child married with respondent’s approval) has 
a score of 2.94. 

2. The exact time in which the event occurred. 
Events of more than 3 months’ duration were consid- 
ered long-lasting. 

3. Whether the event could be dependent, 1.e., un- 
der the control of the subject (in other words, whether 
the behavior of the subject could have determined the 
occurrence of the event). For instance, an event such as 
“sudden stroke of father” was considered unlikely to be 
determined by the subject and was thus assessed as inde- 
pendent. On the other hand, events such as “marital sep- 
aration” and “‘loss of job because of absenteeism” were 
considered dependent, since they were possibly second- 
ary to disordered behavior on the part of the subject. 

4. The contextual rating, which measured sepa- 
rately the amount of loss, threat, and adjustment at- 
tached to each event. Loss was defined as the amount 
of personal (material or psychic) irreversible loss or 
diminution connected with the event, threat was de- 
fined as the degree of danger, uncertainty, or risk (psy- 
chic or material) that the event bore for the future of 
the subject, and adjustment was defined as the amount 
of life change necessary to cope with the modifications 
consequent to the event. For the purpose of such as- 
sessments, 5-point (0 to 4) rating scales were specially 
devised, with precisely defined anchor points. For ex- 
ample, one rating of loss in the area of health was as 
follows: score of 4=sudden death of a relative (child, 
parent, or spouse); score of 3=severe illness, not fully 
reversible (e.g., paralysis), of either the subject or a 
close relative; score of 2=severe but fully reversible 
injury (e.g., fractured leg); and score of 1=mild and 
fully reversible illness but one requiring a minor ad- 
justment (e.g., subject had to give up a desired vacation 
because of the flu). The reliability (kappa) of this rating 
procedure was 0.71 for loss, 0.67 for threat, and 0.70 
for adjustment. 

A subject was considered to have experienced a se- 
vere event when any of the top 20 events on Paykel’s 
list had occurred. On the basis of this procedure it was 
possible to obtain for each subject several normative 
measures of stress (number of events, weighted scores for 
all events and for independent events, mean score for 
single most severe event, and number of subjects with at 
least one severe event) and three contextual measures. 


RESULTS 


The comparisons between panic patients and con- 
trol subjects are summarized in table 1. The patients 
experienced a significantly greater amount of life stress 
in every way it was measured. Forty-one patients 
(64.1%) had had at least one severe event, compared 
with 27 control subjects (34.6%); the difference was 
significant (y7=12.21, df=1, p<0.001). Forty patients 
(62.5%) and 25 control subjects (32%) had at least 


623 


RECENT LIFE EVENTS AND PANIC DISORDER 


TABLE 1. Life Events of Patients With Panic Disorder and Control 
Subjects During the Year Before the Onset of Panic Disorder 


Panic Disorder Control 
Patients Subjects 
(N=64) (N=78) 
Item Mean SD Mean SD te 
Normative assessment 
(Paykel scale) 
Events 2.57 1.58 1.58 1.38 3.96> 
Total score (all events) 31.00 18.01 18.36 18.03 4.16” 
Chronic events score 5.86 10.08 2.69 7.12 2.19% 
Single highest event 
score 13.39 5.58 10.05 6.19 3.34? 
Independent events 
score 17.46 14.22 10.43 12.54 3.12” 
Single highest independ- 
ent event score , 11.56 6.77 6.97 7.02 3.93° 
Contextual assessment 
Events 3.66 3.63 2.78 2.04 2.08° 
Loss score 4.18 3.37 1.90 1.84 5.12> 
Threat score 4.90 3.31 2.83 2.71 4.10° 
Adjustment score 4.93 3.60 3.40 2.68 2.88¢ 
adf=140. 
bp<0.001. 
“p<0.05. 
45<0.01. 


one severe independent event (y7=15.17, df=1, p< 
0.001). Of the patients and control subjects, 40 
(62.5%) and 22 (28.2%), respectively, had at least one 
loss event (y7=16.81, df=1, p<0.001), 48 (75%) and 
36 (46.1%) had at least one threat event (y7=12.11, 
df=1, p<0.001), and 48 (75%) and 42 (53.8%) had at 
least one adjustment event (x*=6.78, df=1, p<0.01). 

The time course of events (figure 1) suggests that the 
greater number of events experienced by the patients was 
due almost entirely to the more frequent occurrence of 
life stress in the month before the onset of panic disorder. 
Such an accumulation of life events in the period imme- 
diately before the onset of the illness is also shown by the 
fact that of the 41 patients who experienced a severe 
event, 21 did so within a month of the onset of panic 
disorder, eight between months 1 and 2, five in the third 
month, two between months 4 and 6, and five between 
months 7 and 12 (x7=116.31, df=3, p<0.0001). In the 
control group, on the other hand, the occurrence of se- 
vere events was evenly distributed throughout the whole 
period under study. Even when only the events judged to 
be independent (i.e., beyond the subject’s control) were 
considered, the results did not vary much. 

Finally, we found that the variables of age, sex, social 
class, education, level of agoraphobia, overall severity of 
illness, presence of an axis II diagnosis, and childhood 
psychopathology had no influence on life events. 


DISCUSSION 
Several methodological problems are associated with 


this kind of study. First, it is necessary to establish how 
representative the sample is. We therefore compared 
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FIGURE 1. Paykel Life Events Scale Scores of Patients With Panic 
Disorder and Control Subjects 
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the characteristics of our patients with those of the 
patients found to be affected by panic disorder in a 
community epidemiological survey carried out in the 
same catchment area (14). These patients did not differ 
from our sample in terms of age, sex, education, mar- 
ital status, or age at onset; however, the degree of 
agoraphobia was higher in our patients. 

While our sample is fairly representative of commu- 
nity cases, one must consider that the presence of a 
stressful event might selectively affect the probability 
that an individual would seek medical help. In cases in 
which the onset of illness has shortly followed a severe 
stressor, subjects could more easily consider their con- 
dition as a normal psychological reaction rather than a 
medical] disorder and therefore be less likely to consult 
a physician. If this were the case, the number of life 
events should be less in psychiatric samples than in 
community cases; such a possibility would therefore 
emphasize the excess of life events we found. Different 
recruitment criteria and different treatment settings, 
however, could explain, at least partially, the minor 
differences found in the studies that investigated the 
relationship between life events and panic disorder. It 
is possible, in fact, that highly regarded institutions, 
which often receive patients selected on the basis of 
previous poor response to treatment, deal with patient 
groups in which the biological component of the dis- 
order is greater. This could be one of the reasons for 
the differences found in the extent of the effect of life 
stress on panic disorder between our patients (univer- 
sity and private patients), those of Roy-Byrne et al. (2) 
(patients at the National Institute of Mental Health), 
and those of Finlay-Jones and Brown (5) (general prac- 
tice patients). Other factors, such as the differences in 
the procedures of investigation and in the lifestyles of 
the subjects, may account for the discrepancies. 

A second point concerns the reliability of the retro- 
spective investigation of life events. It is well known 
that some patients may search for the causes of their 
illness in life events; this search for meaning (12) could 
lead them to attach a greater meaning to the events, 
thus facilitating their recall in retrospective inquiries, 


Am J Psychiatry 146:5, May 1989 


compared with people for whom the events did not 
result in pathological states. In order to counteract 
these difficulties we investigated only those patients in 
whom the first panic attack had occurred at a short 
interval from the interview; used a detailed and stand- 
ard interview designed to elicit explicitly almost all the 
possible life events; and decided not to use self-assess- 
ment ratings, which in a previous calibration study 
(11) proved to be less reliable. 

Moreover, when we considered only those life 
events severe enough to warrant a high probability 
that they would not be ignored (the 20 most severe 
events on Paykel’s list), a greater level of life stress 
among the patients was confirmed. In fact, it is un- 
likely that occurrences such as death or hospitalization 
of a close relative, severe personal disease, divorce, and 
loss of job would not be reported when they are ex- 
plicitly mentioned. 

In the light of our results, therefore, ic can be said 
that panic patients seem to have undergone a greater 
amount of real life stress before the onset of panic 
disorder. However, as stated previously, the causal na- 
ture of the link between life events and disease deserves 
close attention. For other psychiatric disorders (e.g., 
schizophrenia) it has been shown that the greater num- 
ber of life events could be the consequence of the ill- 
ness rather than its cause and could result from an 
insidious onset or be related to particular premorbid 
personality features. In the case of panic disorder the 
onset is generally dramatic and sudden (panic attack), 
and the few patients for whom the onset could not be 
pinpointed were not taken into account. We also tried 
to single out those events which might be under the 
subject’s control. Even when we considered only inde- 
pendent events, the markedly larger number of life 
events among the patients was still evident. Another 
factor in favor of a causative effect of the life events on 
panic disorder is the observation of their course over 
time. The sudden steep elevation in the mean life 
events score in the period immediately before the onset 
of panic disorder strongly suggests a causal link. 

According to our data the difference between the 
panic patients and the control group was greater when 
the weighted scores, rather than the actual number of 
events, was considered. Furthermore, when we took 
into account, for each individual, only the single life 
event with the highest score, the differences remained 
approximately of the same magnitude. This would 
suggest that the crucial difference lies in the severity of 
the events rather than in their number; these data also 
seem to be compatible with the hypothesis of an all- 
or-nothing effect. 

One last point must be considered: whether or not 
life events with a specific meaning might be preferen- 
tially involved in the pathogenesis of panic disorder. 
Finlay-Jones and Brown (5) reported that danger 
events were significantly overrepresented among pa- 
tients with “‘anxiety,” whereas loss events were more 
frequent among patients with “‘depression.” Our data 
do not support this finding: Both loss and threat 
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events, as measured by independent assessors, had the 
greatest impact in determining the difference between 
patients with panic disorder and control subjects. The 
variance explained (calculated according to the point- 
biserial correlation [15]) was 15.8% for loss, 10.7% 
for threat, 5.6% for adjustment, and 3.0% for the 
number of events. Because these measures also had 
some degree of reciprocal correlation, a multiple logis- 
tic regression was carried out; it showed that loss had 
the heaviest loading on the logistic function. Although 
the present study did not have a comparison group of 
depressed patients, the same procedure was used in a 
separate investigation of life events in affective disor- 
ders (16), and the results were, to a large extent, com- 
parable with those in the present study. The lack of 
agreement between our study and the study carried out 
in London (5) may be explained by several factors, the 
most important of which are the differences in diagno- 
sis. While we selected only patients with panic disor- 
der, Finlay-Jones and Brown (5) studied a group of 
subjects with “anxiety states” from among their pa- 
tients who were drawn from a general practice. The 
description of the symptoms of the patients showed 
that this category was rather broad; it included acute, 
chronic, situational, and free-floating anxiety and con- 
sisted of only 13 patients. Research suggests that panic 
anxiety has several specific features that, on the one 
hand, distinguish it from other anxiety disorders (17— 
21) and, on the other hand, seem to render it close to 
depression (22, 23). It is not totally unexpected, there- 
fore, that the kind of stressful events implicated in both 
disorders are the same. 

In conclusion, our data seem to show that life events 
do play a role as precipitating factors in the onset of 
panic disorder. The degree of the association between 
life events and panic disorder, however, is not large. 
The population attributable risk (24), which indicates 
the proportion of cases that can be attributed to stress- 
ful life events (25) and is computed with 2 by 2 tables, 
varies between 30% and 39%. Other factors, there- 
fore, must be taken into account together with life 


events in order to clarify the pathogenesis of panic 
disorder. 
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Lateralization of Dementia of Depression 
in Stroke Patients 


Karen Bolla-Wilson, Ph.D., Robert G. Robinson, M.D., Sergio E. Starkstein, M.D., 
Judith Boston, M.A., and Thomas R. Price, M.D. 


In a group of stroke patients with left-hemisphere 
lesions, those with major depression performed signif- 
icantly below nondepressed patients on four of nine 
cognitive domains examined with a neuropsychologi- 
cal test battery. Among patients with right-hemispbere 
stroke, those with major depression did not perform 
below nondepressed patients on any of the nine cog- 
nitive domains. The differential effect of depression on 
cognitive performance between left- and right-hemi- 
sphere lesion groups could not be accounted for by 
demographic variables, neurological symptoms, lesion 
location, or lesion size. Poststroke major depression 
appeared to produce a decline in cognitive perfor- 
mance or dementia of depression that depended on the 
laterality of the lesion. 

(Am J Psychiatry 1989; 146:627-634) 


he phenomenon of pseudodementia or dementia 

of depression has been of great interest to psychi- 
atrists, neuropsychologists, and neurologists in part 
because it represents a form of potentially reversible 
dementia (1-6). Although these dementias have usu- 
ally been associated with depressive disorders, several 
investigators have found intellectual impairments as- 
sociated with personality disorders, nondepressive psy- 
chotic disorders, and anxiety disorders. Caine (3) has 
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suggested that the diagnosis of this type of dementia be 
based on the following four criteria: 1) intellectual im- 
pairment with a primary psychiatric disorder, 2) fea- 
tures of neuropsychological abnormality resembling 
neuropathologically induced intellectual deficit, 3) re- 
versibility of the intellectual disorder with treatment of 
the psychiatric disorder, and 4) no apparent primary 
neuropathological process. The symptoms of this type 
of dementia include lack of motivation and drive, im- 
provement of performance with prodding, difficulty 
with verbal elaboration, and poor memory retrieval 
(1-6). These symptoms, however, have also been as- 
sociated with subcortical brain injury (6). In part be- 
cause of this similarity to subcortical injury, it has been 
suggested that dementia of depression could be sec- 
ondary to dysfunction of subcortical or biogenic amine 
circuits (6). 

Although the existence of a primary neuropatholog- 
ical process has been proposed as an exclusion crite- 
rion for the diagnosis of dementia of depression, we 
have recently shown that depression in stroke patients 
led to greater intellectual impairment than could be 
attributed to the ischemic lesion itself (7). All patients 
with left-hemisphere strokes and major depression had 
abnormal Mini-Mental State examination scores, 
while just over 40% of nondepressed patients with 
similar brain injury had abnormal scores (7). Lesion 
location, lesion size, and severity of depression were 
each independently related to Mini-Mental State ex- 
amination score (7). Starkstein et al. (8) showed that 
when patients with and without major depression were 
matched for size and location of lesion, Mini-Mental 
State scores were significantly lower in depressed pa- 
tients than in nondepressed patients. Thus, major de- 
pressive disorder after brain injury may itself produce 
an intellectual impairment. 

It is unclear, however, because of the relatively lim- 
ited number of functions examined by the Mini- 
Mental State examination, whether poststroke intellec- 
tual impairment is restricted to specific cognitive 
processes or represents a more global cognitive decline. 
The present study examined the relationship between 
the presence or absence of poststroke major depression 
and pattern of cognitive performance through a de- 
tailed neuropsychological examination. 
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METHOD 
Subjects 


Patients included in this study were selected from 
those participating in the stroke data bank, sponsored 
by the National Institute of Neurological and Commu- 
nicative Disorders and Stroke, at the University of 
Maryland Hospital. Fifty-three consecutive patients 
were included; they met the following criteria: 1) CT 
scan or neurological evidence of either a thromboem- 
bolic infarct or intracerebral hemorrhage of the right 
or left hemisphere, 2) no CT scan evidence or clinical 
history of prior brain injury, 3) no language deficit 
(patients were examined by a neurologist who was 
blind to all neuropsychological findings and who used 
stroke data bank criteria, and they were determined to 
have no aphasia; in addition, all patients were able to 
correctly perform the Complex Ideational Material 
Subtest from the Boston Diagnostic Aphasia Battery), 
4) no history of previous psychiatric illness, alcohol- 
ism, or metabolic disorder, and 5) either major post- 
stroke depression or no depression, according to a psy- 
chiatric evaluation. 


Procedure 


Neurological examination and diagnosis were done 
by using criteria established by the stroke data bank 
(9). After giving informed consent, patients were given 
the Zung Depression Scale (10), the Hamilton Rating 
Scale for Depression (11), and a modified Present State 
Examination (PSE) (a semistructured psychiatric inter- 
view) (12) by a trained interviewer. All of the mood 
scales have been shown to give reliable and valid meas- 
ures of depression in stroke patients (13-15). On the 
basis of the symptoms elicited by the PSE, a DSM-III 
diagnosis of major depression or no depression was 
made. The method used for conversion from PSE 
symptoms to DSM-III criteria has been discussed in a 
previous publication (14) and is available on request 
from the second author. The Mini-Mental State exam- 
ination (16) was administered to assess a limited range 
of cognitive functions. 

Due to the length of the neuropsychological battery 
(1 to 1% hours), the test battery was administered 
within 2 days of the rest of the evaluation. The neu- 
ropsychological test battery consisted of 34 subtests 
extracted from standardized neuropsychological tests 
and was designed to assess nine functional domains. 
All participants were given the entire battery. The do- 
mains and the subtests were as follows: 1) orientation 
(Orientation and General Information), 2) language 
(reciting of months forward, Repetition of Words and 
Phrases [17], the Boston Naming Test [18], Reading, 
the Cookie Theft Picture [17], Comprehension of 
Complex Ideational Material [17], and Verbal Fluency 
for a single letter and animals [19]), 3) remote memory 
(General Information, Famous Faces Test), 4) verbal 
memory (Logical Memory [immediate anc delayed re- 
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call] [20], the Rey Auditory Verbal Learning Test, 
shortened 10-item version [immediate, delayed recall] 
[21], Recurrent Words, Digit Span [forward/back- 
ward] {22]), $) visual memory (Visual Reproduction 
immediate, delayed recall] [20]), 6) recognition mem- 
ory (Recurrent Words, Logical Memory, Rey Auditory 
Verbal Learning Test, Visual Reproduction), 7) visuo- 
perception/visuoconstruction (Block Design [22], 
Clock Drawing, Hooper Visual Organization Test 
[23]), 8) executive/motor (Alternating Fingers, Luria 
Motor Sequences [24], Apraxia Testing and Finger Os- 
cillation Test [25]), and 9) frontal lobe functioning 
(Verbal Fluency for a single letter and animals, Alter- 
nating Fingers, Luria Motor Sequences). We found 
that the specificity and sensitivity of this battery in 
revealing significant cognitive impairments for patients 
with CT-verified brain lesions, compared with age- 
and education-matched control subjects, was 80% and 
86%, respectively. The test-retest reliability (Spearman 
correlation) of the battery (total composite score) was 
0.90 (p<0.01) (K. Bolla-Wilson et al., unpublished 
data). 

CT scan readings were done by a neurologist (S.E.S.) 
who was blind to clinical findings. Lesion volume (ex- 
pressed as percentage of total brain volume) was cal- 
culated from the ratio of the largest cross-sectional 
area of the lesion on any CT scan slice to the cross- 
sectional area of the whole brain on the slice passing 
through the maximal cross-sectional area of the lateral 
ventricles. We have previously demonstrated the reli- 
ability of this procedure and its high correlation with 
other methods of determining lesion volume (26), 

The anterior and posterior location of each lesion 
was defined as the mean distance of the anterior or 
posterior border of the lesion from the frontal pole, 
expressed as a percentage of the maximum anterior- 
posterior distance. CT scan slices were compared to a 
CT sean atlas (27), and lesion location was established 
by following the procedure of Levine and Grek (28). 

Statistical analysis was done with means, standard 
deviations, analysis of variance, Student’s t tests, and 
Mann-Whitney U tests. All tests were two-tailed. Para- 
metric analysis was done on all data except when the 
data showed a markedly skewed distribution. In those 
cases, nonparametric analysis was done (29). Frequen- 
cies were analyzed by using chi-square tests with 
Yates’ correction for expected cell size below 5, 


RESULTS 
Demographic and Psychiatric Fndings 


Of the 53 patients included in this study, 26 had a 
single left-hemisphere lesion and 27 had a single right- 
hemisphere lesion. The background characteristics are 
shown in table 1. The mean+SD ages for the depressed 
and nondepressed left-hemisphere stroke patients were 
57+11 and 61+13 years, respectively; corresponding 
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TABLE 1. Demographic Characteristics of Depressed and Nonde- 
pressed Patients With Left- or Right-Hemisphere Stroke 


Left-Hemisphere Right-Hemisphere 
Stroke Stroke 
Major No Major No 
Depres- Depres- Depres- Depres- 
ion sion sion sion 
Item (N=10) (N=16) (N=8) (N=19) 
Hollingshead socio- 
economic class 
H-H 1 4 0 I 
IV and V 9 12 8 18 
Sex 
Male 5 9 3 14 
Female 5 7 5 5 
Race 
Black 7 10 2 15 
White 3 6 6 4 
Handedness 
Left 1 3 0 2 
Right 9 13 8 17 
Time since stroke? 
<60 days 6 10 5 14 
>60 days 4 6 3 5 


“Median time since stroke for the four groups=39, 22, 39, and 16 
days, respectively. 


figures for the right-hemisphere patients were 54-16 
and 62+10 years, respectively. The levels of education 
for the depressed and nondepressed left-hemisphere 
stroke patients were 8+4 and 10+3 years; corre- 
sponding figures for the right-hemisphere group were 
10+1 and 8+4 years. Most of the patients were black 
and from lower socioeconomic classes (Hollingshead 
class IV or V). No significant differences were found 
between the depressed and nondepressed groups 
within the left-hemisphere and right-hemisphere lesion 
groups for any of the background characteristics (table 
1). 

The mean depression scores are presented in table 2. 
Within the left-hemisphere group, significantly higher 
mean scores were obtained by the depressed group on 
the Zung, Hamilton, and PSE scales than by the non- 
depressed group. While the mean Hamilton score for 
the patients with major depression was only 16, our 
group has demonstrated in a previous report (30) that 
the phenomenology of poststroke major depression is 
virtually identical to major depression in elderly pa- 
tients without brain injury. Patients with major depres- 
sion had significantly lower scores on the Mini-Mental 
State examination. Significantly higher scores were also 
obtained by the right-hemisphere depressed group on the 
Zung, Hamilton, and PSE scales, compared to the right- 
hemisphere nondepressed group. However, no signifi- 
cant differences were found on the Mini-Mental State 
examination. Two patients from the left-hemisphere 
group and one right-hemisphere patient did not complete 
the Zung scale because the interview had to be prema- 
turely terminated due to patient fatigue and the patient 
was subsequently discharged before the interview could 
be completed. 
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Neurological Findings 


The neurological findings among the four groups 
were equally distributed. Approximately 85% of pa- 
tients in all groups were hemiparetic, and approxi- 
mately 50% had a hemisensory deficit. Visual deficits 
(hemianopsia and quadrantanopsia) were found in one 
left-hemisphere and five right-hemisphere nonde- 
pressed patients. In these patients, all testing material 
was presented to the nonaffected visual field. 


CT Findings 


Direct lesion measurements were obtained for 37 of 
53 patients. The remaining 16 patients, whose CT 
scans did not demonstrate a lesion, had clear and per- 
sistent neurological symptoms and their lesion local- 
ization was based on clinical criteria. The CT scan 
findings for each group are shown in table 3. In the 
left-hemisphere lesion group, a comparison of the 
number of depressed and nondepressed patients with 
cortical lesions as opposed to purely subcortical 
strokes (head of the caudate, thalamus, and corona 
radiata) revealed no statistically significant differences 
(x*=0.31, df=1, p=0.58). Similarly, among the pa- 
tients with right-hemisphere lesions a hypothesis of in- 
creased frequency of either cortical or subcortical le- 
sions based on the existence of major depression versus 
no depression was not statistically substantiated (y7= 
0.16, df=1, p=0.69). There were no statistically sig- 
nificant intergroup differences for left-hemisphere 
(x*=0.27, df=1, p=0.60) or right-hemisphere (x7= 
0.89, df=1, p=0.347) lesion groups in the frequency 
of ischemic versus hemorrhagic lesions on the basis of 
the presence or absence of depression. 

The anterior border measurements (expressed as 
mean+SD percent of the anterior-posterior distance) 
for the depressed and nondepressed left-hemisphere 
stroke patients were 30.4+6.0% and 37.9+20.0%; 
corresponding figures for the right-hemisphere patients 
were 45.9+£17.0% and 40.5422.0%. The posterior 
border measurements for these four patient groups 
were 46.4+9.0%, 56.9415.0%, 63.2+19.0%, and 
64.9+20.0%, respectively. The mean+SD lesion vol- 
ume measurements for the four groups were 2.0+ 
2.0%, 5.3+£4.0%, 3.542.0%, and 6.8+6.0%. 

Intergroup comparisons (Hemisphere by Depression 
analysis of variance [ANOVA)) also revealed no sta- 
tistically significant differences in lesion volume (hemi- 
sphere: F=0.62, df=1, 33, p=0.44; depression: F= 
3.03, df=1, 33, p=0.09; interaction: F=0.00, df= 
1, 33, p=0.98) or in the distances of the anterior bor- 
der (hemisphere: F=1.5, df=1, 33, p=0.23; depres- 
sion: F=0.02, df=1, 33, p=0.89; interaction: F=0.77, 
df=1, 33, p=0.39) and the posterior border (hemi- 
sphere: F=3.66, df=1, 33, p=0.07; depression: F= 
0.87, df=1, 33, p=0.35; interaction: F=0.46, df= 
1, 33, p<0.50) of the lesion from the frontal pole. 
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TABLE 2. Depression and Mini-Mental State Scores of Depressed and Nondepressed Patients With Left- or Right-Hemisphere Stroke 


Left-Hemisphere Stroke Right-Hemisphere Stroke 
Major No Major No 
Depression Depression Depression Depression 
(N=10) (N=16) Significance (N=8) (N=19) Significance 
Test Mean SD Mean SD t df Mean SD Mean SD t df 
Zung Depression Scale 63 10 34 9 7.39 22 53 ë il 36 & 4.88° 24 
Hamilton Rating Scale 
for Depression 16 3 5 6 5.17* 24 16 4 6 4 6.44* 25 
Present State Examination 26 5 4 5 10.94* 24 21 5 5 3 9.81° 25 
Mini-Mental State 21 6 26 5 2.38" 25 25 4 24 5 
*p<0.001. 
Þp<0.01. 
“p<0.05. 
TABLE 3. CT Scan Findings for Depressed and Nondepressed Patients With Left- or Right-Hemisphere Stroke 
Left-Hemisphere Stroke Right-Hemisphere Stroke 
Major No Major No 
Depression Depression Depression Depression 
= (N=12) (N=5) (N=13) 
Lesion N %o N % N % N % 
Ischemic 6 86 10 83 3 60 12 92 
Hemorrhagic 1 14 2 17 2 40 1 8 
Cortical 2 29 4 33 2 40 4 31 
Subcortical , 3 43 6 50 2 40 3 23 
Cortical and subcortical 2 29 2 17 1 20 6 46 
Frontoinsular 2 29 4 33 0 0 4 31 
Temporoparietal i 14 k] 42 3 60 8 62 
Occipital 0 0 2 17 3 60 3 23 
Thalamus 1 14 3 25 1 20 2 15 
Basal ganglia/corona radiata 4 57 5 42 2 40 5 38 


Neuropsychological Findings 


In order to determine the specific cognitive functions 
that were differentially affected by depression, we clus- 
tered subtests into nine functional domain scores, as 
described in the Method section. This reduced the 
number of comparisons from 34 individual subtest 
scores to nine domain scores and therefore reduced the 
probability of a type I error. Because of differences in 
maximal scores on each subtest, individual subtest 
scores were converted to Z scores and added in order 
to produce the nine overall functional domain scores 
and a composite (all domains) score. 

Results are illustrated in figure 1. A Hemisphere (left 
versus right) by Depression (depression versus no de- 
pression) ANOVA on the composite score revealed no 
effect for hemisphere (F=3.41, df=1, 42, p=0.07) or 
depression (F=1.73, df=1, 42, p=0.20), but a signif- 
icant interaction (F=6.99, df=1,42, p<0.01) was 
found. The left-hemisphere depressed group per- 
formed significantly below the left-hemisphere nonde- 
pressed group (t=2.67, df=42, p<0.01), the right- 
hemisphere depressed group (t=2.74, df=42, p< 
0.01), and the right-hemisphere nondepressed group 
(t=2.25, df=42, p<0.05). No statistically significant 
differences were observed between the left-hemisphere 
nondepressed, right-hemisphere depressed, and right- 
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hemisphere nondepressed groups (t values ranged from 
t=—0.99, p=0.33 to t=0.37, p=0.71). Within the left- 
hemisphere group, the presence of depression was as- 
sociated with significantly lower scores in orientation 
(t=2.62, df=22, p<0.02), language (t=2.69, df=22, 
p<0.01), executive/motor (t=2.83, df=24, p<0.01), 
and frontal lobe (t=2.73, df=24, p<0.01) domains. 
The differences in the visuoconstructional/visuoper- 
ceptual domain scores approached significance (t= 
1.87, df=23, p<0.07). In the right-hemisphere group, 
there were no significant differences between the de- 
pressed and nondepressed groups on any of the nine 
cognitive domain scores. 

Although the frequency of group compositions with 
respect to sex, race, and time since stroke were not 
significantly different, failure to find an effect of major 
depression on cognitive function in the right-hemi- 
sphere lesion group could be due to an imbalance be- 
tween the depressed and nondepressed groups on these 
variables. In the right-hemisphere group, the compos- 
ite scores on the battery for men versus women, blacks 
versus whites, and time since stroke (60 days or fewer 
versus more than 60 days) were compared. No signif- 
icant differences were found for sex (t=0.92, df=25, 
p=0.36), race (t=1.54, df=25, p<0.14), or time since 
stroke (t=0.42, df=25, p=0.68). 

The poorer performance shown by the left-hemi- 
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FIGURE 1. Performance on the Nine Cognitive Domains by De- 
pressed and Nondepressed Patients With Left- or Right-Hemisphere 
Stroke 
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sphere depressed group compared to the left-hemi- 
sphere nondepressed group on the memory tests (Log- 
ical Memory, Rey Auditory Verbal Learning Test, and 
Visual Reproduction) could reflect failures in memory 
acquisition (new information into memory), memory 
retention (maintenance of information over an ex- 
tended period of time), or memory retrieval (recall of 
information at a later time). When we examined the 
amount of “forgetting” (immediate recall errors minus 
delayed recall errors) on the Logical Memory test, both 
groups retained the same amount of information (de- 
pressed versus no depression, mean+SD=2.9+2.6 
versus 1.8+1.8; t=—1.27, df=23, p=0.22). There- 
fore, depression did not appear to be associated with 
more retention difficulties. No significant mean error 
differences were found between the groups on cued 
recall (recognition) (depressed versus no depression, 
4.6+1.7 versus 3.7+2.9; t=0.78, df=23, p=0.44), 
which suggests that both groups showed similar rates 
of acquisition. These results suggest that with depres- 
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FIGURE 2. Learning Curves on the Five Trlals of the Rey Auditory 
Verbal Leaming Test for Depressed and Nondepressed Patients With 
Left- or Right-Hemisphere Stroke 
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sion, information has been acquired and retained but 
cannot be retrieved easily. Intact acquisition and reten- 
tion with poor retrieval were also found on the Rey 
Auditory Verbal Learning Test and Visual Reproduc- 
tion subtests. Types of errors were also analyzed. Within 
the left-hemisphere group, no significant group differ- 
ences were found on the Rey Auditory Verbal Learning 
Test for the number of intrusions (U=77.5, df=1, 
p=0.92) or perseverations (U=73.5, df=1, p=0.89). 

Learning curves were evaluated on the Rey Auditory 
Verbal Learning Test (figure 2). Both left-hemisphere 
and right-hemisphere depressed groups showed decay 
from linearity over trials, while the nondepressed 
groups showed the expected linear pattern of learning. 
The left-hemisphere depressed group showed the least 
amount of learning over trials and by trial 5 (a measure 
of overall learning) had learned significantly fewer 
words than the left-hemisphere nondepressed group 
(t=2.03, df=30, p<0.05). 


DISCUSSION 


This study has demonstrated that poststroke major 
depression after left-hemisphere injury is associated 
with deficits in specific cognitive domains. In contrast, 
depression associated with right-hemisphere injury 
produced no cognitive impairment. 

Before undertaking further discussion, we must ad- 
dress some methodological issues. While the majority 
of the patients (N=35) were evaluated within the first 
2 months after stroke, others (N=18) were evaluated 
more than 2 months after stroke. The distribution of 
those evaluated 2 months after stroke, however, was 
not significantly different among the groups from the 
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distribution of those evaluated more than 2 months 
after stroke. When these two groups (60 days or fewer 
and more than 60 days) were compared by t test on 
their composite and domain scores, no significant dif- 
ferences were found. Another uncertainty in this study 
is the extent to which an atypical pattern of cerebral 
lateralization of cognitive functions in the six left- 
handed patients may have influenced our findings. 
While Wada tests (31) would have provided us with 
the extent of right-hemisphere language dominance, 
these tests were not performed in any of these patients. 
On the basis of the expected frequency of right-hemi- 
sphere dominance for language in left-handers (i.e., 
about 30%), only one or two of the left-handers would 
be expected to have reversed language laterality. We 
also found that none of our left-handers accounted for 
the minimum or maximum (outlier) values on any of 
the tasks, and the numbers of left-handers in the de- 
pressed and nondepressed groups were not statistically 
different (y7=1.93, df=3, p=0.59). The selection of 
tests for inclusion in the battery tended to be biased 
toward tests reliant on language functions. It would 
have been useful to include more tasks sensitive to 
right- and left-anterior functions (i.e., Wisconsin Card 
Sorting Task, Design Fluency). The final methodolog- 
ical issue is that patients used in this study were pre- 
dominantly a lower education group in their 50s and 
60s, and the findings from this study may not be gen- 
eralizable to other stroke populations. 

In spite of these caveats, the most significant finding 
from this study was that with left-hemisphere injury, 
the degree of impairment was consistently worse in the 
group with major depression than in the nondepressed 
group. Although lower performance in the left-hemi- 
sphere depressed group was found in all cognitive do- 
mains, significant differences were observed in orien- 
tation, language, executive/motor, and frontal lobe 
domains. Thus, the combination of depression with 
left-hemisphere injury appeared to significantly influ- 
ence cognitive functioning in specific domains. These 
group differences could not be explained by any of the 
demographic variables, neurological symptoms, or le- 
sion volume or location. 

Detailed analysis revealed that poorer memory per- 
formance in the left-hemisphere depressed group ap- 
peared to be due to difficulties in retrieval of informa- 
tion and not in acquisition or retention. The nonlinear 
pattern of learning over trials on the Rey Auditory 
Verbal Learning Test suggests attention/concentration 
difficulties and poorer sequential learning in the left- 
hemisphere depressed group. These findings have also 
been reported in patients with functional depression 
(6, 32, 33) and have been attributed to an inability of 
depressed patients to use adequate encoding strategies 
and organization of inputs for subsequent facilitation 
of recall. It has been hypothesized that the frontal 
lobes play a fundamental role in this process (34). Like 
individuals with functional depression, patients with 
poststroke depression did not confabulate or persever- 
ate responses. 
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In the right-hemisphere group, the degree of impair- 
ment in the depressed group was not significantly dif- 
ferent from that in the nondepressed group. The com- 
position of the groups with respect to sex, race, and 
time since stroke did not account for the lack of effect 
of depression on intellectual function. 

Could the inferior cognitive performance of the left- 
hemisphere depressed group, compared to the left- 
hemisphere nondepressed group, be due solely to le- 
sion location? In a previous study (8), we matched 
major depressed and nondepressed patients for lesion 
size and location. Mini-Mental State scores were sig- 
nificantly lower among the major depressed patients 
than among the nondepressed patients, suggesting that 
depression itself interferes with cognitive functioning. 
While patients were not matched for lesion location in 
the present study, we did attempt to control for this 
variable by comparing depressed and nondepressed 
patients with lesions in the same hemisphere. In addi- 
tion, detailed analysis of intrahemispheric lesion loca- 
tion and size revealed no significant differences be- 
tween depressed and nondepressed groups with respect 
to cerebral structures involved, anterior/posterior ex- 
tent of the lesion, or size of lesion. In fact, the left- 
hemisphere depressed group had the smallest mean le- 
sion volumes of any of the groups. In this study we 
excluded patients with any language disorder, while in 
the past we excluded only patients with severe lan- 
guage disorders. This stricter selection criterion re- 
duced the number of patients with left-anterior lesions, 
which may explain why we did not find a specific re- 
lationship between left-anterior lesions and either de- 
pression or dementia. 

Since the frontal lobes are believed to modulate at- 
tentional processes, and more patients with left-hemi- 
sphere than right-hemisphere strokes had lesions lo- 
cated in the frontoinsular region, could the poor 
performance of the left-hemisphere depressed group be 
primarily attributed to an attention deficit? First, since 
only two depressed left-hemisphere patients had fron- 
toinsular involvement, we do not believe frontal in- 
volvement alone could explain all the interhemispheric 
differences. Second, within the left-hemisphere group, 
approximately the same percentage of nondepressed 
and depressed patients had frontal involvement, and 
therefore the nondepressed group should have per- 
formed as poorly as the depressed group if frontal lobe 
involvement was responsible. Third, all groups per- 
formed equivalently on the Digits Forward and Digits 
Backward tasks, which are tasks of attentional ability 
(21). In conclusion, while some impairment of atten- 
tion is commonly found in most patients with brain 
injury, we do not believe that patients with left-hemi- 
sphere lesions and depression showed a general decline 
in cognitive abilities solely because of difficulties with 
attention. 

How can the specificity of these findings to laterality 
of lesion be explained? Although some investigators 
have suggested that depressive symptoms such as dis- 
couragement, preoccupation with depressive themes, 
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and poor concentration are responsible for the demen- 
tia of depression (1—6), this study found that depres- 
sion after right-hemisphere or left-hemisphere lesions 
had different effects on cognition. This suggests that 
there is something about the pathophysiology of major 
depression after left-hemisphere injury which leads to 
cognitive impairment. One possible mechanism may 
be related to asymmetrical changes in biogenic amine 
concentrations. In rats, we have demonstrated that 
right- but not left-hemisphere injury leads to wide- 
spread depletions in norepinephrine and dopamine 
concentrations (35). Using positron emission tomogra- 
phy (PET) scanning in humans, Mayberg et al. (36) 
found that right- but not left-hemisphere stroke leads 
to increased binding of serotonin S, receptors in the 
temporal and parietal cortex. Thus the biochemical 
response of the brain differs depending on which hemi- 
sphere is injured. The PET scan study also found that 
although the left hemisphere failed to increase seroto- 
nin binding after a left-hemisphere stroke, serotonin 
binding in the left temporal cortex correlated with the 
severity of depression (36). McHugh and Folstein (6) 
have suggested that dementia of depression may re- 
- semble subcortical dementia because it results from 
subcortical as well as cortical depletions of biogenic 
amines. If biogenic amine depletions contribute to de- 
mentia of depression, it might occur more prominently 
with left-hemisphere than right-hemisphere lesions be- 
cause left-hemisphere lesions produce relatively less 
depletion of biogenic amines ard therefore fail to in- 
duce a compensatory upregulation of serotonin and 
receptors. 

While we and other investigators have demonstrated 
that poststroke depression can be successfully treated 
with tricyclic antidepressants (37, 38), future studies 
are needed to determine whether intellectual function 
in depressed stroke patients can be improved by treat- 
ment of their depression. Thus the need to identify and 
treat these depressions may become even more imper- 
ative because it may lead not only to improvement in 
mood but also to improvement in cognitive function. 
Finally, future investigations that identify differences 
in the etiology of depression induced by left-hemi- 
sphere lesions, compared to that induced by right- 
hemisphere lesions, may begin to elucidate the mech- 
anism of dementia of depression in patients without 
brain injury. 
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The authors studied 25 middle-class pregnant 
women and their husbands who had experienced peri- 
natal losses (16 miscarriages, seven stillbirths, and two 
neonatal deaths) within the previous 2 years. The Peri- 
natal Bereavement Scale was designed to determine 
whether parents who have experienced a late perinatal 
loss (stillbirth or neonatal death) display more unre- 
solved grief during a subsequent pregnancy and during 
the postnatal period than parents who have experi- 
enced a miscarriage. A three-factor repeated measures 


analysis of variance indicated significantly greater grief - 


for the late-loss group, for the mothers, and during the 
pregnancy preceding the birth of the viable child. 
(Am J Psychiatry 1989; 146:635-639) 


i n the present study we had four aims: 1) to empir- 
ically examine the hypothesis that there are differ- 
ences between grief reactions following early and late 
pregnancy losses, 2) to extend knowledge about the im- 
plications of a perinatal loss for a subsequent pregnancy, 
3) to examine whether grief reactions persist even after 
the subsequent birth of a viable child, and 4) to consider 
the psychological reactions of fathers to perinatal loss. 

The bereavement of parents after a perinatal loss has 
been described in many clinical reports (1—4). The par- 
ents mourn the lost child, and the process of mourning 
is analogous to that experienced when an adult dies. 
Kirkley-Best (5), in an exploratory study of prenatal 
bereavement, found that losses late in pregnancy were 
associated with more intense grief reactions than were 
early losses. However, when Peppers and Knapp (6) 
studied maternal grief reactions to miscarriage, still- 
birth, and neonatal death, they found no quantifiable 
difference. Methodological limitations could have con- 
tributed to this result, as the mothers in the study had 
experienced the perinatal losses as many as 36 years 
previously. 
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The present study was designed to provide a more 
rigorous examination of the hypothesis that a woman 
who has experienced a late perinatal loss (stillbirth or 
neonatal death) displays more unresolved grief during 
a subsequent pregnancy and postnatal period than a 
woman who has had a miscarriage. 

The majority of women who experience a perinatal 
loss become pregnant within 2 years of the loss. Clin- 
ical reports (7, 8) suggest that a mother’s unresolved 
grief can affect her emotional investment in and rela- 
tionship to a subsequent baby. To our knowledge, 
however, no research to date has empirically examined 
the bereavement of parents during a subsequent preg- 
nancy. In the study to be described, we examined the 
implications for the subsequent pregnancy of grief for 
an earlier perinatal loss. 

A related question is whether the birth of a viable 
child diminishes the bereavement for the previous peri- 
natal loss. Although it is plausible that a subsequent 
child would diminish the grief for the previous loss, 
research has yet to document whether such an effect 
occurs. In a study of the sudden, unexpected death of 
either spouse or a child in a motor vehicle crash, per- 
sistent long-term grieving was noted in a 47-year fol- 
low-up period (9). Does grieving after perinatal loss 
persist in a similar manner, or does it abate after a 
subsequent normal birth? 

Finally, past research on perinatal loss has focused 
almost exclusively on mothers, yet Kennell et al. (1) 
recognized that fathers also grieve after this loss. A 
further purpose of the present study was to examine the 
father’s responses to the perinatal loss during the subse- 
quent pregnancy and postnatal period and to contrast the 
father’s reactions with those of the mother. 


METHOD 
Measure Development 


As part of a larger study, the Perinatal Bereavement 
Scale was developed to measure the bereavement of 
parents who have experienced a perinatal loss. Before 
the development of the Perinatal Bereavement Scale, a 
series of interviews was conducted with seven women 
who had experienced perinatal losses and three of their 
husbands. Some of the items of the scale were derived 
from these interviews. In addition, the preliminary 
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work of Kennell et al. (1) and Peppers and Knapp (6) 
regarding the assessment of perinatal mourning was 
reviewed. Some items from each of these assessments 
were adapted and included. Each item was intended to 
apply to parents who had experienced a miscarriage, 
stillbirth, or neonatal death. 

‘The Perinatal Bereavement Scale consists of 26 
items. (Appendix 1 is the complete questionnaire for 
mothers.) Responses are scored on 4-point Likert 
scales that range from “‘almost never” to “almost all 
the time.” Items appear in both the positive and neg- 
ative directions to minimize response sets. The parallel 
items for fathers contain wording appropriate for men. 
The scale requires approximately 15 minutes to com- 
plete. A summary score was obtained for each partic- 
ipant in our study by adding the individual item scores. 
The summary scores were recorded and used for the 
data analysis. 


Sample 


Announcements in local newspapers, medical cen- 
ters, and childbirth classes in the Washington, D.C., 
metropolitan area were used to recruit 25 pregnant 
women and their husbands who had experienced peri- 
natal losses. The couples were all Caucasian and highly 
educated. The women had a mean age of 32.0 years 
(range, 19.8~39.5 years). They had all graduated from 
high school, and. their mean years of additional edu- 
cation was 7.0 (range, 0—8 years). The mean number 
of hours per week that they worked outside the home 
was 28 (range, 0—55 hours). The husbands’ mean age 
was 33.0 years (range, 24.0-43.0 years). They had all 
graduated from high school, and their mean number of 
years of education beyond high school was 8.0 (range, 
1.0—-11.0 years). The couples had been married an av- 
erage of 3.7 years (range, 1—8 years). 

Each of these couples had experienced a perinatal 
loss within the previous 2 years. The average time be- 
tween perinatal loss and the subsequent conception 
was 34.8 weeks. Sixteen of the couples had experi- 
enced miscarriages (before 20 weeks of gestation), 
seven couples had experienced stillbirths (at 20 weeks 
of gestation or later), and two couples had experienced 
neonatal deaths (within 3 days of birth). Two of the 
women in the miscarriage group had had elective abor- 
tions before their perinatal losses. The couples who 
had experienced early loss (miscarriage) and those who 
had experienced late loss (stillbirth or neonatal death) 
did not differ significantly in wife’s age, years of mar- 
riage, wife’s education level, or wife’s employment sta- 
tus. After enrollment in the study, all of the women 
gave birth to viable children. 


Procedure 
During the 8th month of the pregnancy, the man 
and woman in each couple visited the laboratory of the 


Child and Family Research Section, Laboratory of 
Comparative Ethology, National Institute of Child 
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TABLE 1. Bereavement in Couples Who Experienced Birth of a VI- 
able Child After a Perinatal Loss 


Score on Perinatal Bereavement Scale 


8th Month of 
Subsequent 6 Weeks 
Pregnancy Postnatally 
Group Mean SD Mean SD 
Mothers 
Miscarnage 
(N=16) 40.0 8.1 33.6 4.9 
Stillbirth or neo- 
natal death 
(N=9) 52.0 6.6 45.9 10.0 
Fathers 
Miscarriage 
(N= 16) S535) a9 33.7 7.6 
Stillbirth or neo- 
natal death 
(N=9) 42.7 6.9 357 5.3 


Health and Human Development. During this visit, 
they each received a description of the project and 
signed a consent form. Each then completed the Peri- 
natal Bereavement Scale. The session also included ad- 
ditional questionnaires and interview measures not 
considered here. The husband and wife completed the 
questionnaires in separate rooms and were asked not 
to consult with each other. This procedure was re- 
peated 6 weeks postnatally. The participants were as- 
sured of the confidentiality of their responses. 


Data Analysis 


Cronbach’s alpha (10) was computed separately for 
the Perinatal Bereavement Scale scores of the wives 
and husbands at the prenatal and postnatal visits to 
examine the scale’s internal consistency. A three-factor 
repeated measures analysis of variance (ANOVA) was 
carried out with time (prenatal and postnatal) and par- 
ent (mothers and fathers) as within-group factors and 
loss group (early and late loss) as the between-groups 
factor. 


RESULTS 


The alpha coefficients for the Perinatal Bereavement 
Scale were 0.88 (prenatal) and 0.91 (postnatal) for the 
mothers and 0.84 (prenatal) and 0.83 (postnatal) for 
the fathers, indicating acceptable internal consistency. 

Table 1 presents the means and standard deviations 
of the scale scores for each group at each time. The 
ANOVA indicated that all main effects (group, time, 
and parent) were significant and that all interactions 
were not significant. The significant main effect for 
group (F=14.94, df=1, 22, p<0.001) indicated that, 
overall, the parents in the late-loss group grieved more 
than the parents in the early-loss group. The signifi- 
cant main effect for time (F=41.38, df=1, 22, p< 
0.0001) indicated that the parents grieved less after the 
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birth of the viable child than during pregnancy. The 
significant main effect for parent (F=10.01, df=1, 22, 
p<0.005) indicated that the mothers grieved more 
than the fathers. 


DISCUSSION 


The results of the present study point to the useful- 
ness of the Perinatal Bereavement Scale in assessing 
parental bereavement in the 8th month of the subse- 
quent pregnancy and at 6 weeks postpartum. This 
study indicates that the scale has adequate internal 
consistency and differentiates between parents who 
have experienced a late perinatal loss (stillbirth or neo- 
natal death) and those who have experienced an early 
loss (miscarriage). In addition, the scores on the Peri- 
natal Bereavement Scale in this study indicated that 
mothers grieve more than fathers and that parents who 
experience either early or late loss grieve less after the 
birth of a viable child. 

There are several plausible reasons why the parents 
in the late-loss group registered more bereavement 
than the parents in the early-loss group at both times. 
The fetus represents a mixture of fantasies and reality 
for the parents. As the pregnancy progresses and the 
woman experiences physical signs of the pregnancy, 
some of the fantasies are supported by reality. A num- 
ber of investigators have empirically demonstrated the 
reality and intensity of parental emotional attachment 
to the unborn child (11-13). Klaus and Kennell (14) 
noted that after a woman experiences quickening, she 
usually begins to dream about what her baby will be 
like and to attribute human personality characteristics 
to the baby. Condon (15) noted that the first palpation 
of fetal movements is a significant marker in the at- 
tachment process for the mother and the father. For 
the parents who lose a child early in the pregnancy, the 
fetus is represented primarily by fantasies. For the par- 
ents who lose a child later in the pregnancy, the fetus 
has achieved more reality. 

The parents in this study who experienced late losses 
had more time to form emotional and physical rela- 
tionships with their babies. For the nine couples who 
experienced late perinatal losses, the average length of 
pregnancy before loss was 30 weeks. During this time, 
the mother would have experienced quickening and 
heard the fetal heart beat in the physician’s office. The 
father would have observed changes in the mother’s 
body as the pregnancy progressed. Thus, for both par- 
ents the baby would have assumed increasing reality. 
Many of the parents in our study reported selecting 
names, planning the nursery, and telling their family 
and friends about the child. The formation of the re- 
lationship continued after the stillbirth or neonatal 
death as each of these couples saw and held their baby, 
realized the sex of the child, named the child, obtained 
linking objects, and arranged a memorial service. 

Lewis (16) observed that the birth of the subsequent 
child can elicit memories of the previously lost child. 
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Many of the parents commented that the labor and 
delivery, even if they occurred in another hospital and 
with another physician, reminded them of the previ- 
ously lost child and the disappointing outcome. 

The bereavement scores of the early-loss group re- 
flected less mourning. The average time at which these 
parents experienced the loss was the 10th week of 
pregnancy. Some of them reported forming an emo- 
tional attachment to the fetus during this time. Some 
had already selected names and had made plans for the 
nursery. Many of them also stated that the pregnancy 
seemed unreal: the mothers had not yet experienced 
significant body changes signifying pregnancy, experi- 
enced quickening, or heard the fetal heart beat. Both 
parents reported hopes and fantasies for the baby, but 
there were few concrete physical details to support the 
emotional attachment. In contrast to the parents who 
experienced late losses, these parents did not see, hold, 
know the sex of, or experience their child in a physical 
form. 

It appears, then, that the nature and intensity of the 
grieving is different when the loss occurs later in preg- 
nancy. This difference may be related to the intensity 
of the physical and emotional attachment, which in 
turn is related to the duration of the pregnancy. In 
both instances there is a degree of emotional attach- 
ment to the fetus, but the physical relationship is much 
more intense for parents who experience late loss. 

The couples in both groups in our study registered 
less bereavement after the birth of a viable child. Per- 
haps the birth of a viable child provides a corrective 
emotional experience that helps these parents attain a 
degree of grief resolution. 

The significant main effect for parent revealed that 
the mothers grieved more than the fathers. This can be 
understood through examination of the psychodynam- 
ic literature on pregnancy and perinatal loss that re- 
lates to the early stages of attachment formation dur- 
ing pregnancy and how they differ for men and 
women. Furman described the uniqueness of the moth- 
er-baby relationship. She noted that the baby is a part 
of the mother’s body during gestation and is “invested 
by her as a part of the self” (17, p. 214). At birth, the 
baby becomes more a part of the mother’s mental rep- 
resentation. For the father, the relationship to the baby 
is always more one of the mental self. Thus, the moth- 
er-baby relationship is different from the father-baby 
relationship. The bereavement of the mother for the 
loss of a child is unique in that she is grieving for loss 
of a part of her self (17). For the father, the attachment 
from the beginning is different, and the resulting be- 
reavement is thought to be different. 

The results of this study agree with those from a 
previous exploratory study (5) but are contrary to the 
results reported by Peppers and Knapp (6). They ex- 
amined the maternal grief of women who experienced 
miscarriage, stillbirth, and neonatal death. They con- 
cluded that there was no difference: the reaction to loss 
appeared to be as great in the case of an early miscar- 
riage or stillbirth as it was in the case of a neonate’s 
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death. However, Peppers and Knapp used research 
participants who had experienced loss as many as 36 
years previously. By comparison, the present study 
compared reactions within 2 years. Perhaps bereave- 
ment for early loss and bereavement for late loss be- 
come indistinguishable over time. Perhaps this is what 
Peppers and Knapp ultimately determined. 

The results of the present study suggest several di- 
rections for further research and clinical work. First, 
would families in a lower socioeconomic class display 
similar changes in bereavement between the 8th month 
of the subsequent pregnancy and 6 weeks postpartum? 
Does bereavement resolution take longer when there is 
less buffering from psychological stressors? What is the 
nature of a couple’s attachment to the fetus during a 
subsequent pregnancy? Is this different according to 
whether the previous loss was early or late? How does 
grieving for the lost child interfere with attachment to 
the subsequent child? Do parents with late losses man- 
ifest less than optimal attachment to their subsequent 
children? After a period of time, do couples who expe- 
rience early and late losses show similar degrees of 
bereavement? Does the mother’s bereavement still ex- 
ceed the father’s? Finally, research is needed to deter- 
mine the most appropriate way to address parental 
bereavement during a pregnancy that occurs after a 
perinatal loss. 
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APPENDIX 1. Perinatal Bereavement Scale for Mothers 


Directions 


The statements below have been made by mothers who 
have experienced a pregnancy loss. Read every statement and 
decide which response best describes your present feelings. 
Then circle the appropriate letter next to each statement. 


(4) (3) (2) (1) 


Almost Fre- Occa- 
All the quent- sion- Almost 
Time ly ally Never 
1. I daydream about A B C D 
my lost child. 
2. I worry that a preg- A B C D 
nancy loss can happen to 
me again. 
3. I have felt very A B C 
much alone since my loss. 
4. I have periods of A B 


tearfulness as I think 
about my lost baby. 
5. I feela need totalk A B C D 
to others regarding my 
lost child. 
6. I am now able to A B C D 
focus on moving ahead 
with my life. 
7. Lworry that I failed A B C D 
to take enough precau- 
tions during the previous 
pregnancy, i.e, with 
weight, diet, smoking, 
sex, drinking, activity, 
etc. 
8. I wonder what my A B C D 
lost baby would be like 
now. 
9. I am preoccupied A B C D 
about why I experienced 
a pregnancy loss. 
10. I feel that the ac- A B C D 
tions of other people 
contributed to my preg- 
nancy loss. 
11. I have the re- A B C D 
sources to help me cope 
with my loss. 
12. I still feel sad about A B C 
my pregnancy loss. 
13. I have dreams A B 
about my lost baby. 
14. I feel guilty whenI A B 
think about my lost 
baby. 
15. I am preoccupied A B C D 
with thoughts about my 
lost child. 
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16. I think about the 
child I lost when | see 
other children. 


17. Since my preg- 
nancy loss, I don’t feel 
interested in keeping up 
with day-to-day activi- 
ties (e.g, TV, newspa- 
pers, friends). 

18. I feel helpless re- 
garding the cause of my 
pregnancy loss. 

19. I feel I have come 
to terms with my preg- 
nancy loss. 


20. I daydream about 
how my life would be if I 
now had the baby that I 
lost. 
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21. I am overwhelmed 
with sadness when [| 
think about my previous 
child 


22. I feel that my life 
has been on hold since 
my pregnancy loss. 

23. I have fantasies 
about my lost child. 

24. I feel partially re- 
sponsible for the loss of 
my child. 

25. In spite of my 
experience of a preg- 
nancy loss, I am now en- 
gaged in my usual activ- 
ities. 

26. I find myself blam- 
ing others for the loss of 


my child. 


A 


C 


D 


639 


Influence of Nondepressive Psychiatric Symptoms 
on Whether Patients Tell a Doctor About Depression 


Kathleen K. Bucholz, Ph.D., and Stephen H. Dinwiddie, M.D. 


The authors studied the other recent psychiatric 
symptoms of 218 subjects who reported having had 
depressive episodes within the past year to deter- 
mine the influence of the nondepressive symptoms on 
whether the subjects discussed the depressive ept- 
sodes with a doctor. Symptoms of panic and obsessive- 
compulsive disorders encouraged discussion of a de- 
pressive episode, but symptoms of drug abuse/depend- 
ence inhibited such discussion. The findings illustrate 
the bias in studying only patients who seek treatment, 
point to groups of persons who may need psychiatric 
help, and provide insight into the complex process of 
help seeking. 

(Am J Psychiatry 1989; 146:640-644) 





E pidemiologic studies of psychiatric illness have 
found much higher rates of illness than are re- 
flected by utilization of mental health services (1). It is 
generally accepted that the type and severity of symp- 
toms influence the decision to seek health care (2), but 
there have been few studies relating particular symp- 
toms to the decision to seek help. This is especially true 
in studies of psychiatric help seeking, where investiga- 
tors rarely have access to information about the full 
spectrum of the subjects’ psychiatric symptoms. Iden- 
tification of clinical differences between those who 
choose to seek help and those who do not can bridge 
the gap between studies of samples of treated patients 
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and those of samples from the general population. Fur- 
thermore, by adding to our understanding of what 
brings people to treatment, efforts can be directed to 
locating and providing services to those in the commu- 
nity who might benefit from treatment but have not 
sought it. 

In the case of depression, a better understanding of 
factors affecting the decision to seek help would be of 
great practical importance. As Dew et al. (3) have 
pointed out, depression is a common disorder for 
which effective treatment exists. Untreated, it has 
many serious consequences, of which suicide is only 
one. 

Several recent studies have added to our understand- 
ing of the issue of help seeking. Dew et al. (3), in a 
community sample of 96 women, assessed the impact 
of current depressive symptoms and both current and 
past clinical and psychosocial characteristics on the 
subjects’ decisions to seek various kinds of profes- 
sional help during depressive episodes. Although few 
characteristics differentiated help seekers from non- 
seekers, the authors found that those who sought help 
from specialty mental health services had longer de- 
pressive episodes, more severe feelings of guilt and 
worthlessness, more suicidal ideation, and less social 
support than those who sought help from nonpsychiat- 
ric physicians or other professionals. 

Bucholz and Robins (4), using data from 218 sub- 
jects in the Epidemiologic Catchment Area project 
who reported a depressive episode in the past year, 
examined the influence of types of depressive symp- 
toms on the decision to discuss the depressive episode 
with a physician. It was found that those who had 
recently experienced symptoms of loss of appetite and/ 
or weight were more likely to have discussed the de- 
pressive illness. 

Both of these studies reported only the effect of de- 
pressive symptoms on the decision to seek treatment 
for depression. The influence of other, coexisting psy- 
chiatric symptoms on the decision to seek help has not 
been commonly studied. This decision presumably 
rests at least partly on overall psychiatric distress, and 
the total number of symptoms, whether due to depres- 
sion or to other coexisting psychiatric illness, may 
serve as an indication of distress. Thus, individuals 
with more symptoms may be more likely to seek help 
than those with fewer symptoms because they have 
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higher levels of distress. On the other hand, symptoms 
of some psychiatric disorders, when they coexist with 
depression, may be more influential than others in the 
decision to seek help for depression. For these more 
complex cases, it would be helpful to understand bet- 
ter which factors, in addition to the depressive symp- 
toms themselves, promote or inhibit discussion of de- 
pression with a physician. 


METHOD 


The Epidemiologic Catchment Area program has 
been described in detail elsewhere (5, 6). Briefly, it is a 
multisite study funded by the National Institute of 
Mental Health (NIMH) to estimate the prevalence of 
major mental disorders in the community. Five sites 
across the United States participate in the study; data 
from only one of them (St. Louis) are presented here. A 
multistage cluster-probability sampling strategy was 
used to select subjects from households and institu- 
tions. All subjects were interviewed by lay examiners 
using the NIMH Diagnostic Interview Schedule (DIS), 
a structured interview that elicits detailed information 
about lifetime and current psychiatric symptoms (7, 8). 
This information is used in a computer program to 
produce diagnoses based on DSM-III criteria. A 
unique feature of the DIS method is the ability to dis- 
tinguish symptoms that are potentially psychiatric in 
origin from those that are due exclusively to a physical 
illness or to the use of medication, drugs, or alcohol. 
Only those symptoms considered to be psychiatric in 
origin are counted toward a psychiatric diagnosis. 

Subjects for the Epidemiologic Catchment Area 
study were interviewed in person with the DIS at in- 
tervals approximately 1 year apart. In addition, a brief 
telephone interview, eliciting information on use of 
health and mental health services and on life events, 
was administered approximately 6 months after the 
first face-to-face interview. Eighty percent of those se- 
lected for an index interview participated in the study, 
and 85% of these were reinterviewed 1 year later. The 
most recent occurrences of all reported lifetime psychi- 
atric symptoms, of a depressive episode, and of discus- 
sion with a physician about the depressive episode 
were ascertained in St. Louis during the second face- 
to-face interview only. Thus, the present study is based 
on data from the second interview. 

The study sample consisted of 218 respondents (out 
of a total of 3,004 subjects who had a second personal 
interview) from both household and institutional sam- 
ples in St. Louis who reported having had a depressive 
episode or dysthymic period in the past year. Data on 
these 218 subjects have been reported in detail else- 
where (4) but are summarized here for the reader’s 
convenience. The sample was largely female (67%), 
under 36 years of age (53%), white (74%), currently 
married (54%), not college educated (72%), with an- 
- nual household incomes between $7,200 and $21,599 
(41%), in good to excellent physical health (64%), and 
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with some health insurance coverage (89%). Thirty- 
five percent reported having used specialty mental 
health services during their lifetimes. The majority 
(78%) had seen a doctor in the past year for some 
reason. Twenty-nine percent reported having had a 
discussion with a doctor in the past year about their 
depressive episodes. 

These respondents reported symptoms in at least 
three of eight symptom groups and a 2-week dysphoric 
period or, for dysthymia, 2 years of feeling depressed. 
Study subjects did not necessarily meet the DIS/DSM- 
ITI criteria for a diagnosis of depression or dysthymia. 
(Diagnosis of DIS/DSM-IIT depression is based on in- 
formation about symptoms experienced during the ep- 
isode with the most problems, information on which is 
collected separately from reports of lifetime symptoms. 
The DIS/DSM-IIT dysthymia diagnosis requires symp- 
toms that are evaluated in other DIS diagnostic sec- 
tions.) Rather, we viewed these subjects, by virtue of 
their substantial depressive symptoms, as having the 
potential for talking about their depressive episodes 
with a physician. Help seeking is not predicated on 
having a diagnosis but on a set of factors, one of which 
is distress. One does not need to meet diagnostic cri- 
teria to feel distress and seek help. 

The availability of information on symptoms rele- 
vant to a variety of psychiatric diagnoses made it pos- 
sible to define the subjects’ psychiatric comorbidity in 
terms of both overall symptom count and total counts 
of symptoms of specific psychiatric disorders. The 
most recent occurrence of each positive symptom was 
noted, and, as with the depressive or dysthymic epi- 
sodes and symptoms, only symptoms present in the 
past year were counted. 

Symptoms of the following psychiatric disorders 
were studied as part of this research: mania, phobia, 
schizophrenia, alcohol and drug abuse/dependence, 
antisocial personality, somatization disorder, panic 
disorder, and obsessive-compulsive disorder. These 
represented the major diagnoses studied at all Epide- 
miologic Catchment Area sites. 

The dependent variable in the analysis was discus- 
sion with a doctor during the past year about a recent 
depressive episode. The discussion could have been ini- 
tiated by either the respondent or the doctor. All sub- 
jects who had reported any lifetime depressive or dys- 
thymic episodes were asked whether they had ever 
discussed any of them with a doctor and, if so, how 
recently such a discussion had occurred. The definition 
of “doctor” was the one used consistently throughout 
the DIS and included all medical doctors, osteopaths, 
and medical or osteopathic students. 

Weighted multiple linear regression was used to de- 
termine the influence of specific groups of nondepres- 
sive psychiatric symptoms on the dependent variable, 
discussion with a doctor about a recent depressive ep- 
isode. Weights were necessary to take into account 
differences in respondent selection probabilities pro- 
duced by the sampling strategy. Since weights affect 
estimates of standard error, we used the jackknife 
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method of estimating standard error, by means of a 
technique developed at Washington University (Spitz- 
nagel, unpublished manuscript, 1985), for all reported 
statistics. All tests of significance were two-tailed. 

Although logistic regression is usually the analysis of 
choice with a dichotomous dependent variable, this 
method offers few advantages over ordinary regression 
when weighted data must be analyzed, as in this case 
(9). Moreover, other researchers have shown that lin- 
ear and logistic regressions have very few practical dif- 
ferences (10). 

Previous research had identified the following signif- 
icant influences on recent discussion of a depressive 
episode: age, gender, marital status, using the emer- 
gency room as the usual source of health care, report- 
ing a worsening in physical health between the first 
and second personal interviews, history of use of spe- 
cialty mental health services, and an interaction term 
for gender and marital status. This model (called the 
“core model”) has been described in detail elsewhere 
(4). | 
Of primary interest in the present study were the 
effects of symptoms of particular psychiatric disorders. 
Because counts of symptoms of each nondepressive 
disorder were correlated with the overall count of psy- 
chiatric symptoms, a procedure was devised to control 
for total current nondepressive psychiatric symptoms 
while including a count of symptoms from each spe- 
cific diagnostic category. For each disorder, two vari- 
ables were created; one was a sum of symptoms from 
that disorder, the other a sum of all symptoms other 
than those from that disorder. Both were then entered 
into the core model. In this manner it was possible to 
assess the contribution of symptoms from that partic- 
ular disorder to the dependent variable of recently dis- 
cussing a depressive episode. Because constraints of the 
statistical program prevented studying more than one 
diagnosis at a time, nine separate regressions (one for 
each diagnosis) were computed. 


RESULTS 


Subjects who had not recently discussed their de- 
pressive illness with a doctor had about three fewer 
current symptonis of other psychiatric disorders than 
did recent discussers. Additional analyses revealed that 
subjects who had not recently discussed their depres- 
sive symptoms had significantly fewer symptoms of 
panic and phobia disorders. Nondiscussers who were 
35 years oF age or younger had significantly more re- 
cent symptoms of drug abuse/dependence, and those 
who were male had significantly more symptoms of 
antisocial personality disorder. 

In the first step in the multiple regression analyses, 
the total number of recent nondepressive psychiatric 
symptoms was added to the core model. This variable 
did not have a significant effect on whether there had 
been a recent discussion of depressive symptoms, al- 
though the effect was in the expected positive direc- 
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TABLE 1. Multiple Regression Analyses of the Effects of Other 
Symptoms on Whether Patients Discussed Depressive Symptoms 
With a Doctor 


Regression 

Symptoms Added to Coefficient  Two-Tailed 
Core Model* Estimate t (df=207) p 
Panic 0.057 2.62 0.01 
Phobia 0.073 1.64 0.10 
Obsessive-compulsive 0.242 3.23 0.001 
Drug abuse/dependence —0.120 —3.84 0.0001 
Antisocial personality -0.029 —-1.69 0.09 
Alcohol abuse/depen- 

dence —0.006 =0.32 0.75 
Mania —0.006 —0.15 0.88 
Schizophrenia 0.021 0.25 0.80 
Somatization ~—0.004 —0.27 0.79 


“Core model included total number of current depressive symptoms, 
age, gender, whether separated or widowed, use of the emergency 
room as the usual source of care, experiencing a worsening of 
health in the preceding year, having previously used specialty men- 
tal health services, and an interaction term composed of gender and 
separated or widowed status. Also, a variable reflecting all other 
nondepressive psychiatric symptoms, excluding the symptom group 
under study in that model, was included. 


tion. Next, for each of the nine psychiatric disorders, 
we computed a multiple regression model, adding to 
the core model two variables—one a sum of the symp- 
toms of a particular disorder, the other a count of the 
symptoms other than those from that disorder. Table 1 
summarizes the results of these analyses. 

Recent symptoms of panic and obsessive-compulsive 
disorders had a significant effect on encouraging recent 
discussion of a depressive episode. However, symp- 
toms of drug abuse and dependence significantly de- 
creased the likelihood of such a discussion. None of 
the other symptom groups had a significant influence 
on whether there had been a recent discussion of de- 
pressive symptoms, although the effect of antisocial 
personality symptoms was of borderline significance. 
The percentages of variance explained were 33%, 
31%, and 32% in the models with panic, obsessive- 
compulsive, and drug abuse/dependence symptoms, re- 
spectively. These percentages were greater (but not sig- 
nificantly so) than the 28% of variance explained in 
the model that included an overall count of all recent 
nondepressive psychiatric symptoms. 


DISCUSSION 


' Despite the vulnerability of these retrospective data 
to recall bias, several observations reassure us that the 
data were not seriously compromised. First, the recall 
period of 1 year was relatively short. Second, 71% of 
the study subjects had not talked to a doctor about 
their depressive episodes, suggesting that discussion 
did not serve as a marker for symptom recall. Third, 
the presence of symptoms from other diagnostic cate- 
gories actually discouraged discussion of depressive 
symptoms. This shows that subjects who had recently 
discussed depressive symptoms were not systematically 
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more inclined to report more symptoms than those 
who did not discuss depressive symptoms. While these 
factors do not unequivocally rule out recall bias, they 
make it less likely that there was systematic forgetting 
or reporting. 

The Epidemiologic Catchment Area data did not al- 
low us to determine which symptom(s) primarily mo- 
tivated a person to discuss a recent depressive episode. 
However, we found that symptoms of panic disorder 
in these subjects were an important additional influ- 
ence on the decision to talk about a recent depressive 
episode. This is consistent with other evidence from 
the catchment area program that the presence of panic 
symptoms significantly increased the likelihood that 
persons with agoraphobia would seek help (11). It may 
be that the sudden onset and frightening nature of 
panic symptoms lead people to seek help, at which 
time they reveal other symptoms, including those of 
depression, that they are experiencing simultaneously. 

As with symptoms of panic disorder, coexistence of 
obsessive-compulsive symptoms with depression is not 
uncommon (12). It may be that an intercurrent depres- 
sion makes the patient less able to cope with obsessive- 
compulsive symptoms and hence more likely to seek 
help at the time of the depressive episode. Conversely, 
the occurrence of obsessive-compulsive and depressive 
symptoms at the same time may be more troublesome 
than either kind of symptoms separately and may 
therefore be more likely to,motivate help seeking. 

Perhaps the most interesting finding was the influ- 
ence of recent symptoms of drug abuse/dependence on 
having a recent discussion about depression. Several 
explanations for this finding are possible. Evidence 
from other studies indicates a strong relationship be- 
tween substance abuse fincluding both drugs and al- 
cohol) and depressive symptoms (especially suicidal 
ideation) (Kulbok et al., unpublished paper, 1985), 
but, so far, little is known of the temporal order of 
appearance of symptoms when depression and sub- 
stance abuse coexist in the general population. 

In at least some cases, it seems likely that respond- 
ents “‘self-medicate” for depressive symptoms or re- 
spond to these symptoms in ways other than by seek- 
ing professional help. Another potential explanation is 
that the importance of depressive symptoms may be 
outweighed by the reinforcing aspects of drug use, 
leading individuals to accept these symptoms as a tol- 
erable concomitant of drug use rather than to take 
steps to correct the situation, since such action would 
place them at risk of being recognized as drug abusers 
or being advised to abstain from drugs. Similarly, de- 
pressive symptoms might be seen by the individual as 
an expected result of substance abuse that does not 
require medical attention. This explanation, however, 
is unlikely, because DIS methodology would not score 
a depressive symptom as being of psychiatric origin if 
the respondent reported it as always resulting from use 
of medication, alcohol, or drugs. 

Our finding about the influence of drug abuse/de- 
pendence on discussion of depression also suggests 
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that use of drugs impairs the abuser’s judgment regard- 
ing the need to seek help. It would be useful to deter- 
mine whether drug symptoms have an inhibiting effect 
on seeking help for other disorders as well. 

Social and constitutional factors may also be in- 
volved in the decision to seek help. For example, per- 
sonality factors that might contribute to developing 
drug abuse might also work against seeking help for 
problems such as depressive symptoms, or the subcul- 
ture of drug abusers might discourage help seeking. In 
sum, symptoms of drug abuse may be seen as markers 
for a number of factors that potentially discourage 
medical contact. 

Although it was not statistically significant, the neg- 
ative effect of current antisocial personality symptoms 
suggests that the presence of these symptoms, like 
those of drug abuse, inhibits discussion of depressive 
symptoms. This may reflect either the individual’s dis- 
inclination to discuss such feelings or the clinician’s 
disinclination to elicit them. Further, it may be that 
individuals with both types of symptoms respond to 
their depressive symptoms in ways other than by seek- 
ing medical attention. 

The negative effects on help seeking of drug abuse/ 
dependence and antisocial personality symptoms im- 
ply that when patients present such symptoms, the cli- 
nician should probe more deeply for depressive symp- 
toms, since these are less likely to be spontaneously 
mentioned. 

As with other instances of selection bias, these find- 
ings have ramifications for research carried out in 
treatment settings only. Combinations of symptoms 
of certain disorders differentially affect the likelihood 
that a patient will discuss a depressive episode with a 
physician. This study suggests some clinical differences 
between individuals who do and those who do not 
discuss their depressive symptoms and shows that sub- 
groups of persons with depressive episodes do not seek 
care. These persons may be underrepresented in treat- 
ment settings. Future research will expand on these 
findings in an effort to understand better the complex 
process of seeking help for psychiatric problems. 
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Murder and Assault Arrests of White House Cases: 


Clinical and Demographic Correlates of Violence 
Subsequent to Civil Commitment 


David Shore, M.D., C. Richard Filson, Ed.D., Wayne E. Johnson, Ph.D., 
Donald S. Rae, M.A., Peter Muehrer, Ph.D., Daniel J. Kelley, M.D., 
Ted S. Davis, Ph.D., Ivan N. Waldman, M.S., and Richard Jed Wyatt, M.D. 


The authors studied arrest records and clinical data 
on 217 persons formerly hospitalized as “White House 
Cases” because they were psychotically preoccupied 
with prominent political figures. Prior arrest for vio- 
lent crime was the variable most strongly associated 
with arrest for violent crime after hospital discharge. 
Male gender and a history of weapons possession were 
also correlated with future violence. For those with 
prior violent crime arrests, hospital incidents requiring 
seclusion were also associated with later violence. For 
those without prior arrests, subsequent violence was 
associated with threats, living outside Washington, 
and command hallucinations. For those previously ar- 
rested for nonviolent crimes, only persecutory delu- 
sions were associated with later violence. 

(Am J Psychiatry 1989; 146:645-651) 


ery few factors have been found useful in the pre- 

diction of violent behavior. The best predictor is 
probably a history of previous violence. There are also 
a number of demographic variables that have been as- 
sociated with violent crimes such as murder, forcible 
rape, aggravated assault, and robbery: violent crimi- 
nals are statistically more likely to be young, male, 
poor, urban, and nonwhite (1, 2). 

The relationship between psychiatric illness and vi- 
olent crime has been debated for many years and con- 
tinues to be controversial. In general, studies published 
before 1960 reported that mental patients were less 
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likely than nonpatients to commit violent crimes. Sev- 
eral more recent studies found that discharged psychi- 
atric patients as a group committed more crimes (3), — 
but such findings were confounded because the offend- 
ing former patients often had histories of arrest before 
psychiatric hospitalization (4, 5). Monahan and Stead- 
man (5) reported that when demographic factors and 
history of prior arrest were taken into account, mental 
patients as a group were not especially dangerous. 
There is general agreement among psychiatrists that 
most violent criminals are not “mentally ill” (by DSM- 
HI axis I standards), and most psychiatric patients do 
not commit violent crimes (6). 

In all likelihood, certain subgroups of mental pa- 
tients are more likely than others to be arrested for 
violent crimes. Kroll and Mackenzie (7) reported that 
certain subgroups of patients (for instance, young 
males) had higher rates of violent behavior than men- 
tal patients in general. The issue of the different poten- 
tial for violence of patients in certain diagnostic cate- 
gories (e.g., alcohol and/or drug abusers, manic 
patients, paranoid schizophrenic patients) has also 
been discussed (6, 8—12). 

We previously described (13, 14) a group of civilly 
committed inpatients, known as “White House 
Cases,” who were treated at Saint Elizabeths Hospital 
between January 1971 and July 1974. As noted in 
those articles and in earlier reports on White House 
Cases (15, 16), delusional visitors to the White House 
or other government offices (who often seek a personal 
audience with the President) are interviewed by the 
Secret Service and then sent to Saint Elizabeths Hos- 
pital as White House Cases if they are considered men- 
tally ill and potentially dangerous to themselves or oth- 
ers. A person who carries an illegal weapon or makes 
an overt threat or actual attempt on the life of a prom- 
inent political figure is arrested and handled by the 
judicial system rather than being hospitalized (al- 
though some of these individuals may later have fo- 
rensic admissions to Saint Elizabeths Hospital). We 
found (13) that most of the patients in our nonforensic 
(civilly committed) sample were white, male, unmar- 
ried, and diagnosed as having schizophrenia (most of- 


645 


SUBSEQUENT VIOLENCE OF WHITE HOUSE CASES 


ten, paranoid schizophrenia by DSM-H criteria). In a 
1943 study (before the introduction of antipsychotic 
medications), Hoffman (15) noted that in more than 
80% of the White House Cases he studied, the patients 
did not improve during hospitalization. Beyond this, 
we know of no follow-up reports of the outcome in 
White House Cases. 

For this report, we reviewed FBI arrest records col- 
lected by the Behavioral Science Staff of the U.S. Secret 
Service Intelligence Division, Research and Training 
Section. This allowed us to determine which of the 
civilly committed White House Case patients dis- 
charged from Saint Elizabeths Hospital by July 1, 
1974, had been arrested before and/or after their hos- 
pitalizations. The records we reviewed allowed the 
documentation of arrests that had occurred anywhere 
in the United States, except for juvenile arrests, which 
are routinely removed from arrest records. 

Studies of dangerousness or violence have used a 
variety of different criterion variables. For our pur- 
poses, violent outcome was defined as an arrest for 
murder, aggravated assault, or other assault during 
follow-up. For this study, those few (three) cases in 
which threats or assaultive behavior occurred only 
while the person was committing a robbery or other 
theft were not considered to be arrests for violent 
crime. Although armed robbery is categorized by the 
FBI as a violent crime, we grouped robbery with the 
nonviolent crimes for the purpose of this analysis. 
Since there were only two White House Case subjects 
with arrests for rape during follow-up, and both of 
these also had an arrest for murder or assault, we omit- 
ted forcible rape from consideration in this paper. 


METHOD 


Between Jan. 1, 1971, and July 1, 1974, 328 patients 
were hospitalized in nonforensic divisions of Saint Eliz- 
abeths Hospital in Washington, D.C., for evaluation 
and treatment as White House Cases. The Intelligence 
Division of the U.S. Secret Service obtained the FBI 
arrest records for this sample of patients. This permit- 
ted the identification of those individuals known to 
have been arrested for one of our index violent crimes 
(murder, aggravated assault, or other assault, exclud- 
ing robbery) between their hospital discharge dates 
and May 1, 1983, when the arrest record review be- 
gan. In two instances, an individual had committed a 
crime that was “cleared by exceptional means” (other 
than arrest), as when a person committing a violent 
crime was killed by a police officer. These instances 
were categorized as arrests in this study. We were also 
able to determine which White House Case patients had 
been arrested previously for the index violent crimes or 
for nonviolent crimes only (including robbery). 

Aggravated assault, for the purposes of this study, 
included attempted murder, assault with a deadly 
weapon, and/or aggravated battery. Other assault in- 
cluded assault and battery, simple assault or battery, 
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or other assault leading to an arrest. When multiple 
charges arose from a single event, this was routinely 
counted as one arrest for the most serious of the var- 
ious charges. Violations of the ‘“‘threat statute” or no- 
tations regarding arrest warrants were not counted as 
arrests for this study. The Secret Service also identified 
those White House Case patients who had at some 
time threatened a prominent political figure. 

Arrest records revealed that six of the White House 
Case patients were not U.S. citizens but visitors, who 
may have returned to their home countries after dis- 
charge. Since we did not generally have access to in- 
ternational arrest records, we could not adequately as- 
sess the arrest histories of these individuals; therefore, 
they were not included in the study. Also excluded 
were seven subjects whose arrest records had been 
purged or expunged, one subject who had been hospi- 
talized under an alias, and 14 subjects whose medical 
charts showed that they had not been discharged from 
the hospital on or before July 1, 1974. Medical records 
for four White House Case hospitalizations could not 
be located. 

Since all but one of the subjects who were violent 
during follow-up were male, only the male White 
House Cases’ hospital records were reviewed. These 
reviews were done by two graduate student (one psy- 
chology, one medical) raters blind to pre- and posthos- 
pitalization arrest records. Data on clinical symptoms 
and history were obtained for 217 male White House 
Cases by means of a chart review form. In addition to 
data categories previously reported (e.g., race, age, 
marital status, any threat against a prominent political 
figure, DSM-II diagnosis) (13), the rating form con- 
tained 71 items to be coded as present, absent, or no 
information. Eleven items referred to the patients’ 
statements or behavior regarding the political figure, 
41 items concerned the patients’ symptoms or behav- 
ior during the index White House Case hospitaliza- 
tions, and 19 items were past symptoms or behavior 
noted in the hospital charts. Also noted were years of 
education, duration of index hospitalization, and lo- 
cation of the home (coded as Washington, D.C., area, 
other metropolitan area, rural area, etc.). 

White House Case subjects with arrests for murder 
or assault after hospital discharge were compared with 
those having arrests for nonviolent crimes or no arrests 
at all following their index hospitalizations. We did 
not include as violent-arrest cases those former pa- 
tients whose only arrests were for robbery or assault 
during a theft or robbery, for threats, for possession of 
drugs or weapons, for crimes against property, or for 
“nuisance” crimes (e.g., disorderly conduct, trespass- 
ing, and various intoxication charges). 

Item frequencies and interrater reliabilities were cal- 
culated, and items with fewer than 5% positive re- 
sponses were eliminated, as were items with low inter- 
rater reliability (.e., kappa<0.60). Before the final 
data analyses, disagreements between raters were re- 
solved by consensus of the two raters and one of the 
principal investigators (C.R.F.). Correlation matrices 
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TABLE 1. Characteristics of 217 Male White House Case Subjects Followed Up 9—12 Years After Hospital Discharge 





Subjects With 
No Arrests After \ 
Discharge 
(N=115)* 
Item N %o 
Marital status 
Never married 54 47 
Married 23 20 
Separated/divorced 35 30 
Widowed 3 3 
Diagnosis 
Paranoid schizophrenia 78 68 
Other schizophrenia 20 17 
Nonschizophrenic disorder 17 15 


“Mean+SD age at time of hospitalization=36.9+13.6 years. 
>Mean:+:SD age at time of hospitalization=33.6+10.5 years. 
“Mean+SD age at time of hospitalization=34.7+12.0 years. 


Subjects With Arrests After Discharge 


For Nonviolent For Violent 
Crimes (N=71)? Crimes (N=31)° 
N % N Yo 
37 52 17 55 
12 17 3 10 
22 31 10 32 
0 0 1 3 
53 75 21 68 
10 14 5 16 
8 11 5 16 


TABLE 2. Arrests Prior to Hospltalization and After Discharge of 217 Male White House Case Subjects 


Subjects With 

No Prior Ar- 

rests (N=112) 
Arrest Category After Discharge N %o 
No arrest (N=115) 76 68 
Arrest for nonviolent crime (N=71) 24 21 
Arrest for violent crime (N=31) 12 11 


including outcome (presence or absence of arrest for 
murder or assault), history of prior arrest for murder 
or assault, threats against a prominent political figure, 
demographic factors, and clinical items were then 
computed. Stepwise logistic regressions including both 
demographic and clinical variables were carried out 
for the White House Cases and for subgroups based on 
history of prior arrest. We also used logistic regression 
procedures to determine whether there were significant 
interactions between demographic variables such as 
age, race, and marital status. 

We should note here that the use of multiple corre- 
lations and multivariate statistics with these data is 
open to criticism. A large number of independent var- 
iables were entered with a relatively small number of 
cases and limited outcome variance. In spite of these 
potential problems, we believe that the exploratory na- 
ture of this research and the lack of previous studies of 
this type justify our approach. In this “hypothesis-gen- 
erating” stage, there are risks of false negative as well 
as false positive results. We wish to emphasize the pre- 
liminary nature of this report and the need for repli- 
cation, but we believe our data should be reported so 
that they can be further examined in studies that are 
methodologically more rigorous. 


RESULTS 


Thirty-one (14%) of the 217 male White House 
Case subjects had a total of 38 arrests for violent 
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Subjects With Prior Arrests 


For Nonviolent For Violent 


Crimes (N=74) Crimes (N=31} 
N Ho N % 
28 38 11 35 
37 50 10 32 

9 12 10 32 


crimes during the 9—12 years following hospital dis- 
charge. The mean+SD length of time between hospital 
discharge and the first arrest for violent crime was 
47+35 months (median=43 months). There were five 
arrests for murder, 12 for aggravated assault, and 21 
for other assaults. One hundred fifteen subjects (53%) 
had no arrests after discharge, and 71 (33%) had arrests 
for nonviolent crimes only. Table 1 lists demographic 
data and chart diagnoses for these subjects grouped ac- 
cording to posthospitalization arrest categories. 

White House Case patients who were arrested for 
murder or assault following hospital discharge were 
more likely to have been arrested for these violent 
crimes before their hospitalizations as well (see table 
2). Of the subjects who had had prior arrests for vio- 
lent crimes, 32% had such arrests following hospital 
discharge, whereas only 11% of those with no prior 
arrests had been arrested for violent crime after their 
hospitalizations. We should also note that the group 
with an outcome of arrest for violent crime (N=31) 
was fairly equally divided among those having no prior 
arrests (39%, N=12), those with prior arrests for non- 
violent crimes including robbery (29%, N=9), and those 
with prior arrests for violent crimes (32%, N=10). 

Table 3 shows the clinical checklist item variables 
used for these analyses, with interrater reliability 
(kappa) statistics and the number and percentage of 
chart review forms on which each of these items was 
rated as present. The correlation matrix of outcome 
with the demographic and clinical item variables 
showed significant correlations between posthospitali- 
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TABLE 3. Chart Review (Nondemographic) Items Included In Final 
Analysis of Data on 217 White House Case Subjects 


Charts With 
Item Rated 
Interrater 
, Reese, toe 
Item (kappa) N % 
Behavior toward prominent 
political figure 
Threats at index admission 0.77 24 11 
Attempt to have prominent 
political figure help patient 0.65 82 38 
Symptoms/behavior during 
hospitalization 
Incidents requiring seclusion 0.92 63 29 
Depressive ideation/mood 0.70 36 17 
Incoherent speech 0.78 113 52 
Inappropriate affect 0.84 42 20 
Blunted or flat affect 0.81 70 32 
Visual hallucinations 0.81 24 11 
Auditory hallucinations 0.78 67 31 
Command hallucinations 0.78 19 9 
Delusions of outside control 0.65 24 11 
Grandiose delusions 0.66 162 75 
Persecutory delusions 0.69 126. 58 
Referential thinking 0.80 34 16 
Refusal of medication 0.76 46 21 
History 
Previous psychiatric hospi- 
talization 0.77 169 78 
Family history of psychi- 
atric illness 0.91 37 17 
Weapons possession 0.74 16 7 
Homicidal or assaultive 
attempt 0.66 29 13 
Military or law eee 
experience 0.91 113 52 
Location of home 0.76 


zation arrest for murder or assault and both prior ar- 
rest for violent crime and nonwhite race. These last 
two variables were also correlated significantly with 
each other (r=0.20, df=216, p=0.003). Threats (be- 
fore or after index hospitalization) against a prominent 
political figure were correlated significantly with post- 
hospitalization arrest for violent crime (r=0.16, df= 
216, p=0.02) but were not significantly associated 
with history of prior arrest or with race. Since, as dis- 
cussed later in this paper, some threats occurred after 
arrest for violent crime, the relevance of this associa- 
tion is unclear. The only other item that was correlated 
significantly with subsequent arrest for violent crime 
was history of weapons possession, which was rated as 
present on 7.8% of the charts (r=0.22, df=216, 
p=0.0009). 

When logistic regression was used to search for in- 
teractions between demographic variables, the only 
significant interaction was between age and race, with 
nonwhites over age 35 more likely to have arrests for 
violent crimes after discharge. Of the 69 nonwhite sub- 
jects, 18 committed violent crimes during follow-up, 
and 12 of these subjects were over 35 years of age at 
discharge. Of the 148 white subjects, 13 committed vio- 
lent crimes during'follow-up, but only three of these sub- 
jects were over age 35 at discharge from the hospital. 
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TABLE 4. Variables Correlated With Later Arrest for Violent Crime 
of 217 Male White House Case Subjects” 


Variable r df p 


Subjects without prior arrests (N=112) 
Coming from big city other than 


Washington, D.C. 0.29 111 0.002 
Any threat against a prominent 
political figure 0.25 111 0.007 
Threat against prominent political 
figure during index admission 0.22 111 0.02 
Nonwhite race 0.21 111 0.03 
Living in Washington, D.C., area —0.19 111 0.04 
Command hallucinations 0.17 111 0.07 
Subjects with prior arrests for nonviolent 
crimes (N=74) 
Persecutory delusions 0.23 73 0.05 
Visual hallucinations 0.22 73 0.06 
Subjects with prior arrests for violent . 
crimes (N=31) 
Weapons history 0.54 30 0.002 
Hospital incidents requiring seclusion 045 30 0.01 
Nonwhite race 0.35 30 0.05 


“Chart review items rated as present on fewer than 5% of the charts 
and those with poor interrater reliability (kappa<0.60) were ex- 
cluded. 


Using stepwise logistic regression for the demo- 
graphic and clinical variables, we found that the best 
predictors of posthospitalization arrest for violent 
crime among these subjects were prior arrest for vio- 
lent crime, threats against a prominent political figure, 
nonwhite race, and being from a large city ouside the 
Washington, D.C., area. No other variables made sta- 
tistically significant contributions to the prediction of 
outcome. The lack of association of specific clinical 
variables with later arrest for violent crime was not 
surprising, given the history of unsuccessful past at- 
tempts to find such correlations and the heterogeneity 
of our sample. We were concerned that the subjects 
with prior arrests for violent crime might be very dif- 
ferent from those with no prior arrests, and we hy- 
pothesized that different clinical items might be asso- 
ciated with violent outcome in different subgroups 
based on history of prior arrest. 

To test this hypothesis, the sample of White House 
Cases was subgrouped according to history of prior 
arrest, and these subgroups’ correlation matrices re- 
vealed several additional associations with violent out- 
come (see table 4). For those with prior arrests for 
violent crimes (N=31), items such as hospital incidents 
requiring seclusion and a history (noted in the medical 
record) of weapons possession were most strongly cor- 
related with later violence. For those without prior 
arrests (N=112), variables such as threats against a 
prominent political figure, coming from a large city 
outside the Washington, D.C., area, and, to a lesser 
degree, nonwhite race were associated with postdis- 
charge arrest for violent crime. Also, in this group with 
no prior arrests, command hallucinations showed a 
nonsignificant trend toward association with violent 
outcome. Among those with prior arrests for nonvio- 
lent crimes (N=74), only persecutory delusions were 
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correlated significantly with violent outcome; there 
was a trend toward association of visual hallucinations 
with later violence. 

Stepwise logistic regressions for the three White 
House Case subgroups based on history of prior arrest 
were carried out. For those with no prior arrests, com- 
ing from a large city other than Washington, D.C., was 
the first item to be entered, followed by any threat 
against a prominent political figure (both at p<0.01). 
The next item entered for this subgroup was command 
hallucinations (positive trend at p=0.075). In the sub- 
group with prior arrests for violent crime, history of 
weapons possession was the first item entered, with 
asking help of the prominent political figure before 
admission entered in the next step as a negative factor 
(predictive of no later violence). This latter item 
dropped out of the equation after entry of military 
history as a nonsignificant negative predictor (0.10> 
p>0.05). Among those with prior arrests for nonvio- 
lent crimes, only persecutory delusions entered the re- 
gression (at p<0Q.05). 


DISCUSSION 


Sebastiani and Foy (16) described most White 
House Cases as generally harmless to the President or 
other prominent political figures. Hoffman (15) also 
reported that only three of the 53 patients in his group 
of White House Cases were frequently combative at 
Saint Elizabeths Hospital; the majority were rather 
passive and compliant. Despite this observation, he 
concluded that “because of their complete lack of in- 
sight coupled with their bizarre delusional ideas, these 
individuals must be considered and treated as poten- 
tially the most dangerous patients we have cared for.” 

Thirty-one of the 217 male White House Case pa- 
tients in this 9—-12-year follow-up study had one or 
more arrests for murder or assault after hospital dis- 
charge. As we have noted, subjects arrested for rob- 
bery, drug or weapons charges, property crimes, 
threats, or “nuisance” offenses were not included in 
these figures on arrests for violent crime. None of the 
former patients in our sample attempted to harm a 
prominent political figure during follow-up, but one 
did shoot and kill a U.S. Secret Service agent in 1980. 


Demographic Factors 


When we compared former White House Case pa- 
tients arrested for murder or assault after hospital dis- 
charge with those without such arrests, the violent 
group contained far more men than women. Three- 
fourths of the original White House Case sample were 
male, and 31 of the 32 who committed violent crimes 
following discharge were male. Men have consistently 
been found to have higher arrest rates for violent 
crimes (1, 2), and Tardiff and Sweillam (8) noted a 
higher rate of assaultive behavior by male than by fe- 
male patients before psychiatric hospitalization. 
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Of the 31 male patients later arrested for one or 
more violent crimes, 10 had been arrested for violent 
crimes before their White House Case admissions and 
another nine had had prior arrests for nonviolent 
crimes only (see table 2). Thus, 61% of the White 
House Case patients who were arrested for violent 
crimes following hospital discharge had had some 
prior arrest. Of the 112 patients with no prior arrests, 
12 (11%) had arrests for violent crimes during fol- 
low-up, while 10 (32%) of the 31 with prior arrests for 
violent crimes had such arrests during follow-up. In 
this group of mainly (70%) paranoid schizophrenic 
men, prior arrest for a violent crime seemed to be the 
most useful predictor of future arrest for a violent 
crime, consistent with reports by Monahan (1) and 
Rabkin (10). We should also note that a majority 
(68%) of these men with prior arrests for violent 
crimes were not arrested for murder or assault during 
a 9—12-year period following their hospitalization as 
White House Cases. 

While age (i.e., youth) has been associated with 
higher rates of arrest for violent crime in the general (1, 
2) and mental patient (7) populations, such an effect 
was not seen in our sample (table 1). This may be due 
to specific characteristics of our sample of White 
House Cases, namely, that the age range was more 
restricted than that of the general population and that 
of the overall psychiatric patient population. In our 
sample the median age at first arrest for murder or 
assault following hospital discharge was 38 years. 

As noted previously, we found a significant interac- 
tion between age and race; older nonwhite subjects 
were more likely to have arrests for violent crimes. 
Given the association between nonwhite race and both 
urban locale and lower socioeconomic status, it could 
be that older nonwhite subjects had higher arrest rates 
because of their long-term exposure to a poor urban 
environment. Other potential factors influencing this 
interaction might have been impairment of upward so- 
cioeconomic mobility because of chronic schizophre- 
nia or greater likelihood of arrest of nonwhite sus- 
pects. The interaction may also have been affected by 
the relative lack of high-quality outpatient follow-up 
treatments available to poor urban blacks or by problems 
with compliance. Clearly, there are many factors that 
could have been involved, and further research would 
help to determine whether our finding can be replicated 
and, if so, what is responsible for this interaction. 

It appears that some of the factors associated with 
violent crime in the general population—namely, male 
gender, nonwhite race, and prior arrest for violent 
crime—were associated with subsequent arrest for vi- 
olent crime among this sample of White House Cases. 
As we have noted, race and prior arrest for violent 
crime were significantly correlated in our sample. 
When these subjects were subgrouped according to 
their histories of prior arrest, correlations between race 
and violence after hospital discharge were weakened 
dramatically, and race did not enter into the stepwise 
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logistic regressions (at p<0.10) in any of the three 
White House Case subgroups. 


Clinical Factors — 


We did not find any particular association between 
DSM-II chart diagnoses of the White House Cases and 
arrest for violent crime following hospital discharge. 
Since 70% of our sample had DSM-IT chart diagnoses 
of paranoid schizophrenia (and an additional 16% had 
other schizophrenia diagnoses), it was difficult to make 
meaningful comparisons of the arrest rates for differ- 
ent diagnostic groups. Therefore, this paper cannot ad- 
dress the issue of the relative potential for violence of 
various diagnostic groups (6, 8—12, 17, 18). 

Threats against prominent political figures (before 
or after index hospitalization) were also associated 
with arrest for violent crime among these White House 
Case subjects. Macdonald (19) reported on a group of 
100 hospitalized psychiatric patients who had threat- 
ened to kill. During a 5-year follow-up period, three of 
these 100 patients did kill another person. Among the 
48 White House Case subjects who at some time 
threatened a political figure, one subject committed a 
single murder and another committed two murders 
during a postdischarge period of approximately 10 
years. Rofman et al. (20) and others (9) also noted the 
importance of threats in the prediction of violence by 
psychiatric patients. We should note, however, that of 
our 31 male subjects who were arrested for murder or 
assault after hospital discharge, only eight (26%) had 
threatened a prominent political figure before their fol- 
low-up arrests for violent crimes, three had made 
threats after their arrests for violent crimes, and one 
had made a threat between two follow-up arrests for 
violent crimes. Of the 186 subjects without follow-up 
arrests for murder or assault, 36 (19%) had threatened 
a prominent political figure at some time. For four of 
the subjects who made threats preceding an arrest for 
violent crime, more than 2 years elapsed between the 
threat and the arrest; for the other five, there was less 
than 1 year (typically, several months) between threat 
and arrest. Of course, this applies only to threats 
against a prominent political figure, since we have no 
information about threats by White House Case sub- 
jects against their, eventual victims. 

There was a nonsignificant trend associating com- 
mand hallucinations during hospitalization with future 
violence, but this effect appeared to be relevant only 
for the subgroup with no prior arrests. While some 
researchers (18, 21) have noted violent or danger-re- 
lated acts by patients unexpectedly acting on com- 
mand hallucinations, one recent study (22) reported no 
higher short-term rate of assaultive acts by patients 
with command hallucinations. The authors of that 
study noted that most patients ignore these commands 
but that there may be subgroups of patients having 
command hallucinations who are at higher risk for 
violent behavior. Although the authors speculated that 


patients with prior violent behavior, especially in re- 
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sponse to command hallucinations, may be at greatest 
risk, our White House Case data do not support this 
interpretation. In our sample of patients, all of whom 
had a history of acting on delusions or hallucinations, 
command hallucinations seemed to be associated with 
(long-term) future arrest for violent crime only for 
those who had had no prior arrests. 

Persecutory delusions were the only clinical variable 
significantly associated with later arrest for violent 
crime among our subjects with prior arrests for non- 
violent crimes only. Several reports (9, 23) have sug- 
gested that certain violent psychotic patients suffer 
paranoid delusions and believe their actions to be in 
self-defense. It is, of course, unclear why such an as- 
sociation should be present in only one subgroup of 
the sample of White House Cases. Such questions 
should serve to highlight the preliminary nature of 
these findings and the need for replication studies. 


CONCLUSIONS 


The most interesting findings of this study, in our 
opinion, are based on the heterogeneity of our White 
House Case sample. Clinical and demographic factors 
associated with later arrest for violent crime appear to 
be different for White House Case subgroups based on 
history of prior arrest. In the subgroup of subjects who 
had had prior arrests for violent crimes, the two stron- 
gest individual item correlations (Pearson r) with later 
arrest for violent crime were history of weapons pos- 
session and hospital incidents requiring seclusion. A 
similar item (assault during hospitalization), which 
was excluded because of insufficient interrater reliabil- 
ity, also showed a high positive correlation with sub- 
sequent arrest for violent crime in this subgroup. Thus, 
for those subjects who had had prior arrests for violent 
crimes, certain dangerous behaviors, rather than any 
particular psychiatric symptoms, were associated with 
subsequent violence. 

Steadman (11) reported that factors related to vio- 
lence in the hospital differ froni those associated with 
violence in the community and noted no relationship 
between hospital and community assaultiveness. Our 
results from the overall sample of White House Cases 
support this conclusion, except for the subjects with 
prior arrests for murder or assault, for whom violent 
behavior in the hospital may in fact be associated with 
violence after hospital discharge. Also, our results for 
this group of White House Cases strongly support Li- 
on’s emphasis on obtaining information about posses- 
sion of weapons in evaluating a patient’s potential for 
violence (18). 

Among the White House Case subjects with no prior 
arrests, the factor most strongly associated with future 
violence was having come to a government office in the 
capital from a large city outside the Washington, D.C., 
area. Violent crime in general is more common in ur- 
ban locales (2). Our finding may also reflect the ability 
to plan and the willingness to act on delusional beliefs 
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and/or command hallucinations. While we have noted 
previously (13, 14) that virtually all persons hospital- 
ized as White House Cases came to a government of- 
fice in Washington, D.C., for psychotic reasons, for 
those living in the Washington area, such an action 
required far less behavioral competence. Those pa- 
tients whose behavior was the most grossly disorga- 
nized would have been less likely to get to the White 
House or another government office in Washington if 
they had not already been nearby. This is consistent 
with Rada’s observation that assault is more common 
in paranoid but outwardly compensated patients than 
in those who are “flagrantly psychotic” (24). The com- 
bination of capacity to act and intensity of motivation 
based on hallucinations or delusions may have been 
associated to some degree with subsequent arrest for 
violent crime of our subjects without arrests before 
hospitalization. 

Our findings clearly demonstrate the problems in 
attempting to predict outcome in heterogeneous pa- 
tient populations. The subjects described in this paper 
were typically paranoid schizophrenic patients (ac- 
cording to DSM-IJ) who acted on delusions or hallu- 
cinations in coming to a government office. There ap- 
pear to be subgroups based on history of prior arrest 
that may be relevant in terms of future arrest for vio- 
lent crime. For those with prior arrests for violent 
crimes, a history of weapons possession (noted in the 
clinical chart) and behavioral outbursts requiring se- 
clusion were associated with later violence. For those 
without prior arrests for violent crimes, a history of 
threats or the presence of clinical symptoms such as 
persecutory delusions or command hallucinations 
might be more relevant. We again point out, however, 
that the first posthospitalization arrests for violent 
crime of these subjects did not occur, on average, until 
almost 4 years after their hospital discharges. There 
are a number of possible interpretations for this long 
interval between discharge and arrest; these will be 
discussed in a future article. 

We should also emphasize that these associations of 
clinical symptoms and behaviors with future arrest for 
violent crime simply suggest a relatively greater risk 
within our particular sample. Most civilly committed 
inpatients with persecutory delusions, command hal- 
lucinations, and/or incidents requiring seclusion will 
probably not be arrested for violent crimes following 
discharge from the hospital. Since the prediction of 
violence is already infamous for its high false positive 
rate, we do not wish to worsen this situation by sug- 
gesting that these variables are a “shortcut” to predict- 
ing violence. Factors such as (male) gender and, espe- 
cially, prior history of violence still appear to be far 
more useful than clinical variables in the prediction of 
future violence. Clearly, additional research and at- 
tempts to obtain relevant data from other patient sam- 
ples are needed. 
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Brief Communications 





Growth Rate in Adolescents 
With Obsessive-Compulsive Disorder 


Susan D. Hamburger, M.S., Susan Swedo, M.D., Agnes Whitaker, M.D., 
Mark Davies, M.P.H., and Judith L. Rapoport, M.D. 


In an epidemiological study of 5,596 high school 
students, the authors identified 20 adolescents with ob- 
sessive-compulsive disorder and compared their phys- 
ical size to that of adolescents of the same sex with no 
obsessive-compulsive symptoms. The obsessive-com- 
pulsive boys (N=11) were shorter and weighed less 
than the other boys (N=2,479) and were shorter than 
a subsample of normal boys (N=33) and boys with 
other psychiatric diagnoses (N= 16). Regression anal- 
ysis showed a flatter growth pattern through adoles- 
cence for the obsessive-compulsive boys (although 
within the 95% confidence limits for the other boys), 
suggesting a subtle neuroendocrine dysfunction in ob- 
sessive-compulsive disorder. 

(Am J Psychiatry 1989; 146:652-655) 


bsessive-compulsive disorder in childhood is vir- 
tually identical to adult obsessive-compulsive 
disorder, and when it arises early in life, it is remark- 
ably continuous from childhood to adulthood (1). The 
disorder is rare in clinical populations; the reported 
incidence is 1% in child psychiatric inpatients (2) and 
the reported prevalence is 0.2% in total child clinical 
populations (3). 
Until recently, obsessive-compulsive disorder was 
viewed as a symptom of unconscious conflict. How- 
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ever, the intractability of obsessive-compulsive disor- 
der to traditional psychotherapeutic intervention, its 
association with a number of neurological diseases (4, 
5), and the often dramatic selective response to new 
medications (6, 7, 8) suggest a biological basis for the 
disorder. 

In an ongoing study of over 70 obsessive-compulsive 
adolescent patients, we had the clinical impression that 
these patients, especially boys, were small physically 
and had a somewhat delayed onset of puberty. We had 
the opportunity to test this impression in a nonreferred 
population derived from a two-stage epidemiological 
study of adolescent psychopathology in a county-wide 
population of 5,596 high school students. The study 
provided systematic self-report data on height and 
weight for the entire student population (9). 

We examined data on height and weight from this 
epidemiological survey, which included 20 nonreferred 
adolescents with obsessive-compulsive disorder, to de- 
termine whether obsessive-compulsive adolescents are 
physically smaller than their peers. Because the survey 
included adolescents with affective and anxiety disor- 
ders, we were able to obtain age- and sex-matched 
comparison subgroups of adolescents with no psychi- 
atric illness and adolescents with psychiatric diagnoses 
other than obsessive-compulsive disorder. 


METHOD 


The sample consisted of 5,596 students, the total 
9th- to 12th-grade enrollment in a semirural county 
that has a total population of 84,429 and is located 80 
miles from New York City. All eight high schools in 
the county, public and private, were surveyed by ques- 
tionnaires administered to all students as part of the 
school health curriculum; the overall completion rate 
was 91%. The respondents included 2,564 boys 
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TABLE 1. Age and Body Size Measures of Adolescents With and Without Obsessive-Compulsive Disorder, Subclinical Obsessive- 
Compulsive Features, or Compulsive Personality Disorder From a Community-Based Sample 





Body Mass 
Age (years) Height (in) Weight (Ib) Index* 

Adolescent Group Mean SD Mean SD Mean SD Mean SD 
Obsessive-compulsive disorder i 

Boys (N=11) 15.5 1.4 67.2 2:5 137.0 11.6 3.0 0.3 
` Girls (N=9) 16.4 1.0 64.0 3.2 121.9 12.6 2.9 0.3 
Subclinical features 

Boys (N=4) 15.2 1.5 69.5 3.4 165.0 26.8 3.4 0.3 

Girls (N=10) 164 12 63.1% 1.0 126.5 20.5 32 05 
Compulsive personality disorder : 

Boys (N=5) 15.8 1.2 69.6 2.7 154.5 25.6 3.1 0.3 

Girls (N=5) 17.2 0.4 65.2 1.9 130.0 20.0 3.1 0.4 
All others 

Boys (N=2,479) 15.7 13 68.6 3.8 146.4 28.8 3.1 0.5 

Girls (N=2,477) 15.6 eA 64,2 2.8 123.4 21.5 2.9 0.5 
“Weight/height x 100. 


bSipnificantly shorter than the boys with no obsessive-compulsive symptoms (t=1.95, df=10, p<0.05). 
“Significantly lighter than the boys with no obsessive-compulsive symptoms (t=2.56, df=10, p<0.05). 
ignificantly shorter than the girls with no obsesstve-compulsive symptoms (t=3.42, df=9, p<0.05). 


(50.2%) and 2,544 girls (49.8%), evenly distributed 
(24%—-26%) across grades 9 to 12. Their ages ranged 
from 12 to 22 years; those who were aged 13 or 
younger (less than 2%) and those who were older than 
18 years (less than 1%) were excluded from this study. 
The majority of the students (94%) were white. The 
Hollingshead index (10) distribution for this sample 
was 5% from class V, 15% from class IV, 24% from 
class II, 37% from class II, and 20% from class I. 
The survey questionnaire contained the Eating 
Symptoms Inventory (9), the Eating Attitudes Test (9), 
the Beck Depression Inventory, and the Leyton Obses- 
sional Inventory—Child Version (9, 10), and also elic- 
ited demographic data, medical history, height, and 
weight. As a validity check of self-reported heights and 
weights in this sample, a school nurse at one of the 
general public high schools weighed and measured the 
height of over 400 students within 3 weeks of the sur- 
vey administration. Correlations of 0.91 between re- 
ported and actual heights and 0.96 between reported 
and actual weights of these students were obtained. 
Within 3—9 months after the survey, clinicians ad- 
ministered individual semistructured clinical inter- 
views to a stratified sample of the same students. Strata 
were defined by high scores on the instruments used to 
assess symptoms of obsessive-compulsive, depressive, 
anxiety, and eating disorders. A comparison group 
was defined by low scores on all assessments and was 
included in the stage 2 interviews. 
‘ On the basis of the individual interviews of those 
adolescents who had high scores on the Leyton Obses- 
sional Inventory-——Child Version, diagnoses were made 
by the clinician/interviewer and reviewed by one other 
clinician. Three obsessive-compulsive spectrum diag- 
noses were made: 1) obsessive-compulsive disorder 
(DSM-III: past or current, N=20), 2) compulsive per- 
sonality disorder (DSM-III: lifelong patterns of rigid- 
ity, stubbornness, indecisiveness, and preoccupation 
with details, N=10), and 3) subclinical obsessive-com- 
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pulsive features (several obsessive-compulsive symp- 
toms with a definite date of onset, noncontinuous, 
clearly ego dystonic but not meeting full criteria for 
obsessive-compulsive disorder, N=14). A kappa value 
of 0.85 was obtained for overall agreement between 
clinicians on these diagnoses (11). 

As 91% of the high school population of this county 
completed valid questionnaires, it was assumed that 
the students comprised the adolescent population of 
this county. The small group of students with any ob- 
sessive-compulsive symptoms (N=44) and the smaller 
subgroups (obsessive-compulsive disorder, compulsive 
personality disorder, and subclinical obsessive-com- 
pulsive features) were compared by sex to the rest of 
the adolescent population (excluding the 44 students 
with any obsessive-compulsive symptoms) with respect 
to several measures of body size (height, weight, and 
body mass index [a measure of relative body weight 
that correlates highly with adiposity: weight in kilo- 
grams divided by height in centimeters squared times 
100]) and a crude measure of pubertal status (whether 
girls have begun menstruation and whether boys have 
axillary hair). 

As hypothesized, a significant difference in height 
was found between the subgroup of boys with the di- 
agnosis of obsessive-compulsive disorder and the boys 
with no obsessive-compulsive symptoms (table 1). Be- 
cause of the difference in sample size (N=11 and 
N=2,479), a subsample (N=33) of boys with no ob- 
sessive-compulsive symptoms was then obtained by 
randomly selecting three boys who were the same age 
and attended the same school as each boy with obses- 
sive-compulsive disorder. We also selected a subgroup 
of 16 age-matched boys with no obsessive-compulsive 
symptoms who had received a DSM-III diagnosis 
other than obsessive-compulsive disorder or an eating 
disorder during the stage 2 interviews; this subgroup 
included boys who had one or more diagnoses of ad- 
justment disorder (N=2), panic disorder (N=3), sim- 
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OBSESSIVE-COMPULSIVE ADOLESCENTS’ GROWTH 


ple or social phobia (N=6), major depressive disorder 
(N=2), conduct disorder (N=2), dysthymic disorder 
(N=3), generalized anxiety disorder (N=2), separa- 
tion anxiety (N=1), or avoidant disorder (N=1). 


RESULTS 


The individual groups of students who received the 
diagnosis of obsessive-compulsive disorder, subclinical 
obsessive-compulsive features, or compulsive person- 
ality disorder were compared to the other students of 
the same sex on the variables of height, weight, body 
mass index, and self-report estimate of current puber- 
tal status. One-sample t tests were calculated by using 
the group with no obsessive-compulsive symptoms as 
the population mean (table 1). As hypothesized, the 
boys with obsessive-compulsive disorder were signifi- 
cantly shorter and weighed less than the boys without 
obsessive-compulsive symptoms. In addition, the girls 
with subclinical obsessive-compulsive features were 
significantly shorter than the girls without obsessive- 
compulsive symptoms. No other statistical differences 
were found in any subgroup of either sex. 

A regression analysis examining the relationship be- 
tween height and age for boys without obsessive-com- 
pulsive symptoms and boys with obsessive-compulsive 
disorder showed that the boys without obsessive-com- 
pulsive symptoms had a steeper slope (0.98, SE=0.06) 
than did the obsessive-compulsive boys (0.48, SE= 
0.55). The difference between the slopes was not sta- 
tistically significant (one-sample t test for differences in 
slopes, p=0.38) but suggested that obsessive-compul- 
sive boys have a flattened growth pattern compared to 
boys without obsessive-compulsive symptoms (figure 
1). The regression line of age and height for the obses- 
sive-compulsive boys is within the 95% confidence 
limits of the regression line of age and height for the 
boys without obsessive-compulsive symptoms. 

Age-matched subgroups of boys with no psychiatric 
illness (N=33) and with other psychiatric diagnoses 
(N=16) were compared to the boys with obsessive- 
compulsive disorder on the same independent varia- 
bles (table 2). The results of the Wilcoxon tests (12), a 
nonparametric test used because the independent var- 
iables were not normally distributed, again indicated 
that the boys with obsessive-compulsive disorder were 
shorter than both comparison groups of boys without 
obsessive-compulsive symptoms. There were no signif- 
icant differences between the boys with obsessive-com- 
pulsive disorder and the two comparison groups of 
boys without obsessive-compulsive symptoms with re- 
spect to weight, body mass index, and pubertal status. 


DISCUSSION 
We found that an epidemiologically derived, nonre- 


ferred sample of adolescent boys with obsessive-com- 
pulsive disorder were physically smaller (shorter and 
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FIGURE 1. Regression Lines of Age and Height for Adolescent Boys 
With Obsessive-Compulsive Disorder and Adolescent Boys With No 
Obsessive-Compulsive Symptoms From a Community-Based Sample 
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lighter in weight) than all other adolescent boys in 
their county of residence. The obsessive-compulsive 
boys were also shorter than age-matched subgroups of 
boys with no psychiatric illness and boys with psychi- 
atric diagnoses other than obsessive-compulsive disor- 
der from this same community-based sample, indicat- 
ing some specificity for this finding. The difference in 
slopes of the regression lines that show the relation- 
ship between height and age suggests that boys with 
obsessive-compulsive disorder have a flatter growth 
pattern through adolescence, although the regression 
line was still within the 95% confidence limits of the 
regression line for the boys without obsessive-compul- 
sive symptoms. 

The girls with obsessive-compulsive disorder and the 
boys and girls with compulsive personality disorder 
did not differ significantly from the girls or boys with 
no obsessive-compulsive symptoms with respect to size 
or pubertal status. The girls with subclinical obsessive- 
compulsive features were shorter than the girls with no 
obsessive-compulsive symptoms but did not differ in 
weight, body mass index, or pubertal status. The ad- 
olescents diagnosed as having subclinical obsessive- 
compulsive features and the boys with compulsive per- 
sonality disorder also did not differ significantly from 
the boys with no obsessive-compulsive symptoms and 
in fact tended to be taller and heavier, a finding that is 
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TABLE 2. Age, Body Size Measures, and Pubertal Status of Adolescent Boys With Obsessive-Compulsive Disorder and Age-Matched Sub- 
groups of Boys With No Obsessive-Compulsive Symptoms From a Community-Based Sample 





Body Mass Axillary 


Age (years) Height (in) Weight (Ib) Index? Hair (%) 


Adolescent Boys Mean SD Mean SD Mean SD Mean SD Yes No 
No psychiatric illness (N=33) 15.5 1.4 69.7 3.3 145.8 32.3 3.0 0.6 88 12 
Other psychiatric diagnoses (N=16) 156 12 70.3 3.6 147.1 22.2 3.0 0.4 69 31 
Obsessive-compulsive disorder (N=11) 15.5 1.4 67.2" 2.5 137.0 11.6 3.0 03 82 18 


“Weight/height x 100. 
Significantly shorter than boys with no psychiatric illness and boys with other psychiatric diagnoses (Wilcoxon two-sample test [normal 


approximation]: Z=2.27, p=0.02, and Z=2.26, p=0.02, respectively). 


puzzling and does not support a continuum for height 
within the three obsessive-compulsive subgroups. There 
were not many subjects in our diagnostic subgroups, 
but we found no evidence to suggest that adoles- 
cents with subclinical obsessive-compulsive features 
or boys with compulsive personality disorder tend to 
be smaller than boys without obsessive-compulsive 
symptoms. 

It is possible that some neuroendocrine factor in ob- 
sessive-compulsive disorder causes slower growth of 
the child and mediates behavioral abnormalities. In 
theory, such an alteration could result in slow growth, 
late onset of puberty, and obsessive-compulsive symp- 
toms. This hypothesis is particularly intriguing in light 
of the reported improvement in obsessive symptoms 
after the administration of antiandrogens (13) and the 
high rate of postpartum obsessive-compulsive disorder 
(S. Rasmussen, personal communication), Alterna- 
tively, a behavioral abnormality secondary to obses- 
sive-compulsive disorder, such as altered eating pat- 
terns or less active life style, could account for the 
differences. This seems unlikely as the effect was not 
seen for the comparison group with psychiatric diag- 
noses other than obsessive-compulsive disorder, which 
included boys with anxiety disorders. There were only 
16 boys in the comparison group with other psychiat- 
ric diagnoses; thus, the lack of growth alteration does 
not rule out the possibility that anxiety per se produces 
some altered growth pattern. Of greater theoretical in- 
terest is the reported association between anorexia ner- 
vosa and obsessive-compulsive disorder (14), which 
again hints at a possible underlying neuroendocrine 
dysfunction. 

These results confirm clinical impressions but raise 
more questions than they answer. Does obsessive-com- 
pulsive disorder affect growth in some way? Does a 
common defect cause delayed growth and obsessive- 
compulsive disorder, such as a hormonal dysfunction, 
a toxic or infectious insult, or a genetic susceptibility to 
slow pubertal growth and obsessive-compulsive disor- 
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der? Ongoing neuroendocrine research with a clinical 
sample of adolescents with obsessive-compulsive dis- 
order is needed to address these questions. 
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Patterns of Contagion in Self-Mutilation Epidemics 


Paul M. Rosen, Ph.D., and Barent W. Walsh, D.S.W. 


Contagion of self-mutilation was studied in a treat- 
ment program for disturbed adolescents. Statistical 
analyses and a sociogram revealed that 1) episodes of 
contagion were significantly associated with specific 
pairs of subjects, and 2) a few subjects were identified 
as being at the center of most of the contagion activity. 

(Am J Psychiatry 1989; 146:656-658) 


S elf-mutilation has been described by many (1—6) as 
contagious or epidemic within treatment pro- 
grams. This phenomenon of self-mutilation contagion 
has generally been defined as-the infliction of self-in- 
jury by one individual and imitation by others in the 
immediate environment. Such episodes of contagion 
are a serious problem because they generally create 
havoc in treatment settings. In response to contagion 
episodes, patients tend to become agitated and fearful, 
while staff report feeling helpless and demoralized. 

Although we previously demonstrated that self-mu- 
tilation occurs in statistically significant clusters or 
bursts (1), to our knowledge, no one has gone beyond 
this basic discovery. The specific interpersonal factors 
in’ the initiation and maintenance of contagion epi- 
sodes have not yet been studied empirically. 

Other writers have speculated that self-mutilation 
contagion is precipitated by a variety of social or psy- 
chological antecedents. For example, Stanton and 
Schwartz (7) contended that problems in staff commu- 
nication led to ’collective disturbances” in behavior 
among patients. These collective responses included 
multiple acts of self-harm. In a similar vein, Crabtree 
and Grossman (8) emphasized institutional coercive- 
ness as a contributor to contagion. They noted a 
marked reduction in self-mutilation among patients 
when a locked ward was transformed into an open- 
door unit. They believed that this change enhanced 
staff morale and patient dignity, thereby effecting a 
more benign ward environment. Ross and McKay (6) 
employed a more psychological perspective in discuss- 
ing self-mutilation contagion in a training school for 
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delinquent girls. They interpreted outbreaks of self- 
mutilation to be primitive forms of communication. 
They indicated that acts of mutual cutting were in- 
tended to express anger or jealousy and to demonstrate 
affection. 

Mindful of these previous reports, we began this 
study by reviewing our clinical impressions and obser- 
vations of several contagion episodes. Our conclusion 
was that specific dyads of patients tended to be in- 
volved in the bursts of self-mutilation. The contagion 
episodes rarely included all or even most of the pa- 
tients within the treatment setting. Rather, the conta- 
gion appeared to occur within a small, established net- 
work of closely linked peers. We believed that if wé 
could verify these informal observations using empir- 
ical methods, progress could be made in preventing or 
treating contagion episodes. 

Our research hypothesis, therefore, was that self- 
mutilation contagion would occur repeatedly for 
specific dyads within the patient population. We pre- 
dicted that these patient interactions would occur 
nonrandomly. 


METHOD 


All subjects in the study were patients at the Com- 
munity Treatment Complex in Worcester, Mass., a 
long-term treatment and educational facility for seri- 
ously disturbed teenagers. The subjects attended the 
same academic high school and after-school] treatment 
program 5 days per week. In addition, most lived in 
residential programs operated by the Community 
Treatment Complex. Thus, the subjects in the study 
were exposed to each other for many hours each day— 
which is a logical prerequisite for contagion. 

There were two criteria for the inclusion of subjects 
in the study: 1) the subjects had to have mutilated 
themselves at least once while in care, and 2) they had 
to have been in care for the entire academic year dur- 
ing which the study was conducted. (This ensured that 
the subjects had extended exposure to each other.) Of 
the 35 patients in care during the 10-month study pe- 
riod, 12 met these two criteria. These subjects ranged 
in age from 15 to 21 years, and their mean age was 
17.6 years. The sample consisted of 11 girls and one 
boy. The psychiatric diagnoses for the subjects weré 
major affective disorder (N=7), borderline personality 
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disorder (N=3), schizoaffective illness (N=1), and atyp- 
ical psychosis (N=1). 

For 10 months we collected data on all incidents of 
self-mutilation. The data were compiled by a research 
assistant from written reports completed daily by the 
staff who provided the direct care. None of the staff 
involved in data collection or analysis was aware of the 
purpose of the study. Interrater reliability was evalu- 
ated with kappa, which is a coefficient of agreement 


between two observers using a nominal scale (kappa= 
0.80, p<0.001). 


RESULTS 


During the 10-month data collection period, 80 acts 
of self-mutilation were performed by the 12 subjects. 
The number of incidents per subject ranged from one 
to 17, and the mean number per subject was 6.7. 

Self-mutilation contagion was defined as two or 
more acts of self-mutilation that involved two or more 
individuals and occurred on the same day or consecu- 
tive days. There were 46 instances of contagion during 
the 10-month period. 

The data were analyzed with 11 independent chi- 
square analyses. The tests were performed sequen- 
tially, beginning with the subject who was involved in 
the most contagion incidents. This first chi-square test 
examined the distribution of contagion events between 
this subject and the other 11 subjects (1x11 con- 
tingency table). The next chi-square test was con- 
ducted for the subject who was involved in the second 
highest number of contagion incidents, but the data for 
the first subject were omitted (1X10 contingency 
table). This procedure was followed for each succeed- 
ing subject, which resulted in the 11 independent chi- 
square tests. By following this procedure, it was pos- 
sible to sum the obtained chi-square values for all the 
tests to obtain an overall value. This procedure re- 
sulted in a more powerful test of significance to deter- 
mine if the self-mutilation occurred in nonrandom 
fashion. The overall value was significant (y7=75.5, 
df=55, p<0.05), supporting the research hypothesis of 
the study. - 

In addition to the statistical analyses, we devised a 
sociogram to illustrate the contagion of self-mutilation 
from one subject to another. This sociogram, pre- 
sented in figure 1, shows graphically that certain pairs 
of subjects were repeatedly involved in the same epi- 
sodes of self-mutilation contagion. Subjects 8 and 9, 
for example, were involved in six of the same episodes. 
Of particular interest is subject 4, who was involved in 
the most episodes of contagion (17 incidents) with the 
highest number of other patients (eight patients). This 
subject seemed to be a prime source of contagion 
within the treatment program. Other subjects (e.g., 6 
and 11) were seldom or never involved in self-mutila- 
tion contagion. 
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FIGURE 1. Sociogram of Contagious Self-Mutilation Over 10 
Months in an Adolescent Treatment Program” 


Subject 
6 


*Self-mutilation contagion was defined as two or more acts of self- 
mutilation that involved two or more individuals and occurred on 
the same day or consecutive days. Each line connecting two squares 
represents an incident of contagion. 


DISCUSSION 


These findings suggest that contagion may be best 
understood in terms of dyadic or small-group interac- 
tions. Contagious self-mutilation may be appropriately 
viewed as a concrete display of affinity between two 
people. Our clinical observations regarding these dy- 
adic relationships reveal a general pattern: 1) the indi- 
viduals involved are usually highly enmeshed, 2) they 
have difficulty with more conventional forms of inti- 
macy, and 3) they find deviant acts, such as shared 
self-mutilation, to be compelling and exciting. These 
individuals appear to use self-mutilation to communi- 
cate feelings and to ensure a tight, although temporary, 
bond within a relationship. 

The results suggest that interventions to stop or re- 
duce contagion may be most effective when they stra- 
tegically target specific dyads or small groups rather 
than the whole milieu. For example, as the sociogram 
indicates, when subject 9 commits self-mutilation, sub- 
jects 4, 7, and 8 are clearly most at risk to follow suit. 
As a result, treatment strategies might target this sub- 
group to interrupt or limit a contagion sequence. One 
or two patients may be especially influential in insti- 
gating contagion episodes. For example, in this study 
subject 4 was at the center of a substantial number of 
self-mutilation incidents. It became clear that isolating 
subject 4 when she began to mutilate herself would 
markedly reduce imitation by the subjects affiliated 
with her. 

We used statistical analysis and a sociogram to bet- 
ter explain episodes of self-mutilation contagion. The 
sociogram is a simple but useful tool for identifying 
dysfunctional dyads that “‘collaborate” in self-mutila- 
tion. Such dyads can be helped to express emotion and 
negotiate intimacy in more normative ways. When this 
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positive approach is not successful, it may be neces- 
sary to isolate a key instigator from the rest of the 
group. 

It is important to refrain from making cause-and- 
effect statements regarding the data presented in this 
study. It is neither possible nor accurate to say that one 
patient causes another to commit self-mutilation. 
More research is necessary to identify the specific var- 
iables responsible for contagion and to determine if 
these results can be generalized beyond a program for 
disturbed adolescents. Ultimately, self-mutilation con- 
tagion is likely to be best understood as an interaction 
of individual psychopathology with dysfunctional re- 
lationships in a given social context. 
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Prevalence and Presentation of Depressive Illness 
in a Primary Health Care Setting in Kenya 


Manohar Dhadphale, Ph.D., F.R.C.Psych., Graham Cooper, M.R.C.A.P., 
and Lesley Cartwright-Taylor, M.Sc., Ph.D. 


Using a two-stage screening procedure, ICD-9 diag- 
nostic criteria, and the Hamilton Rating Scale for De- 
pression, the authors diagnosed depressive disorders in 
81 (9.2%) of 881 patients in a primary care setting in 
Kenya. All depressed patients had somatic symptoms, 
and all of the 27 depressed patients assessed with the 
Hamilton scale scored higher than 2 on the work and 
activities item. These findings contradict the earlier re- 
ports that Africans do not admit to being depressed. 
Nearly one-third of the depressed patients were mod- 
erately or severely ill and would have benefited from 
psychiatric assessment and treatment. 

(Am J Psychiatry 1989; 146:659-661) 


S ince Carothers’ report (1) of an extremely low 
prevalence of depression among Africans, many 
African scientists (2-5) have produced evidence that 
depression occurs almost as frequently in Africa as 


elsewhere. The subject of frequency and presentation 


of depression became a central issue at the 4th Pan- 
African conference (6), where leading researchers from 
almost all of sub-Saharan Africa gathered to express 
their views and relate their: experiences. During the 
early 1970s the concepts of “masked” depression (7) 
and depressive equivalents (8) were advanced to eluci- 
date the presentation of depressive disorders in terms 
of physical complaints. These possibilities did not an- 
swer the basic question of whether depression really 
had been increasing among Africans since the end of 
imperial regimes. Prince put forward various thought- 
provoking arguments based on his own experience in 
Africa and review of the local literature (cited by Car- 
others [9]). 

According to Prince, the major factors in the increase 
of reports of depression were change in diagnostic 
modes, the hiring of Africans for more responsible jobs, 
increased recognition of “masked” depression, and a 
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shift of research focus from mental hospitals to the com- 
munity. African psychiatrists now generally agree that 
depression is as common among the inhabitants of this 
continent as elsewhere in the world. 

However, there are still controversies about the ac- 
tual prevalence and presentation of depressive disor- 
ders, as almost all such cases are identified in primary 
health clinics, and most primary health workers are 
not physicians and hitherto have had only marginal 
experience in the recognition of psychiatric illness. 
Many primary clinic staff can easily identify schizo- 
phrenic, manic, or other violent psychiatric patients 
but fail to confidently diagnose most of the neurotic 
disorders (Dhadphale, unpublished work, 1984). 

In spite of the availability of trained physicians in 
primary care settings in North America, much psychi- 
atric morbidity still remains unrecognized (10). There- 
fore, efforts are being made there to increase primary 
care physicians’ recognition of mental illness by train- 
ing family practice residents in interviewing techniques 
and providing physicians with feedback on patients’ 
psychosocial screening scores (11). Such interventions 
have been reported to improve assessment, especially 
in depressive disorders (12). 

To provide reliable data on this important subject, a 
nationwide study to estimate the prevalence of psychi- 


` atric morbidity in Kenya was undertaken in 1980 and 


was completed in 1983 (Dhadphale, 1984). Only im- 
portant aspects of the prevalence and presentation of 


depression will be highlighted here. 


METHOD 


This work was a part of a nationwide study on the 
prevalence of mental illness in Kenya. The details of 
the methods were described by Dhadphale et al. (13). 

The subjects were 881 patients who were randomly 
selected from the outpatient queues in four district 
hospitals in various parts of the Republic of Kenya. 
Psychiatric assessment was conducted in two stages: 
the Self-Reporting Questionnaire (2) was used for 
screening, and the Standardized Psychiatric Interview 
(14) was used to confirm possible cases. Patients who 
met the diagnostic criteria for JCD-9 categories 296.1 
and 300.4 were considered depressed. According to 
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TABLE 1. Prevalence of Depression Among 881 Primary Care Pa- 
tlents in Kenya 


Percent of 
Psychi- 
Total atric Depressed 
Patient Variable N Sample Cases Patients 
Had psychiatric disorder ac- 
cording to Standardized 
Psychiatric Interview 220 25.0 
Met ICD-9 criteria for de- 
pression 81 9.2 36.8 100.0 
Category 300.4 (DSM-II- R 
dysthy mia) 70 7.9 31.8 86.4 
Category 296.1 (DSM-III-R 
major depression) 11 1.2 5.0 13.6 
Scored >2 on Hamilton de- 
pression scale item? 
Work and activities 27 — — 100.0 
Depressed mood 26 — m 96.3 
Anxiety (somatic and psy- 
chic) 19 — — 70.3 
Hypochondriasis 18 — —- 66.7 
Paranoid symptoms i — — 55.6 
Loss of weight =! 13 — — 48.1 
Somatic symptoms’ 12 — — 44.4 
Psychomotor agitation 10 — — 37.0 
Insomnia, early and middle 7 = _ 25.9 
Insomnia, late (early awak- 
ening) 6 — — 22.2 
Diurnal variation 5 = — 18.5 
Suicide | 3 — oo 11.1 
Insight 3 — =- 11.1 
Genital symptoms | 2 — — 7.4 
Feelings of guilt 1 — —— 3.7 
Depression severity” . 
ere 2 _ 25 
Moderate 2 — _ 27.2 
Mild 57 — — 70.4 


“The percents are based on the 27 depressed patients who were 
„assessed with the Hamilton scale. 
Clinical ratings of symptom severity based on criteria of Shepherd 
et al. (16). 


DSM-III-R, 296:1 refers to major depression and 
300.4 is dysthymia. One-third of the 81 depressed pa- 
tients (N=27) were given the Hamilton Rating Scale 
for Depression (15). Any item on which a patient 
scored higher than 2 was considered present. A fre- 
quency distribution of important symptoms (rated 
higher than 2) was drawn up to show the percentage of 
patients with each of these complaints. 


RESULTS 


As shown in table 1, 25.0% of the 881 randomly 
selected primary care patients were found to have psy- 
chiatric disorders. Over one-third of the patients with 
psychiatric illnesses were depressed, and nearly one- 
third of the depressed subjects were moderately or se- 
verely ill. All of the depressed patients had somatic 
symptoms. Table 1 also contains the prevalences of 
individual depressive symptoms in the 27 patients as- 
sessed with the Hamilton depression scale. All 27 
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scored higher than 2 on the work and activities item, 
and 26 scored higher than 2 on depressed mood. 


DISCUSSION 
Prevalence 


Depression was found in about 9% of the primary 
care patients in our Kenyan sample and was the most 
frequent single psychiatric diagnosis. Although 70% of | 
these diagnoses were “minor,” this finding is not in- 
significant. The fact that a subject has traveled several 
kilometers to a primary health clinic and has spent 
money and time to see a primary health worker reflects 
a keen desire and need to attend a health facility. The 
research instruments we used are likely to pick up 
mainly moderate or severe cases. It is our view that any 
ailment which brings the patient to a health facility 
should be considered more than a mild illness. The 
underlying disorder should be correctly identified, and 
appropriate treatment should be given so that the 
clinic load of chronic psychiatric morbidity (16), 
which often remains unidentified, can be reduced. Our 
results indicate a prevalence for depressive disorder of 
one in 11 patients. If one adds other neurotic disor- 
ders, such as anxiety and phobic neurosis, then the 
prevalence doubles—to almost 1 in 5. Often in the 
primary care setting the health worker is unable to 
distinguish between a primary anxiety disorder and 
depression. We believe that the label “anxiety-depres- 
sion syndrome” (17) would help the primary health 
worker make a reasonably correct diagnosis. Many 
antidepressant drugs have anxiolytic properties, and 
nosological distinctions should be left to the research 
worker or expert, while the primary health worker can 
effectively identify, diagnose, and treat the clinic atten- 
ders who present with mixed anxiety-depressive symp- 

toms (18). Similarly, in a multicultural international 
study, Leff (19) observed a high correlation between 
anxiety and depression in the participants from devel- 
oping countries, and he noted that feelings of anxiety 
and depression are not always differentiated in these 
countries as they are in the developed world. However, 
anxiety and depression should be precisely delineated 
according to DSM-III or ICD definitions if a trained 
physician is available at the primary care level. Such a 
distinction is desirable for international or multicultural 
comparisons. 


Presentation 


The general belief among European psychiatrists 
and even some indigenous psychiatrists that depression 
is rarely seen among the native population in Africa 
began in the colonial era. This myth was based on 
early work in institutions, where most of the “mad” 
patients were admitted and where all the-colonial psy- 
chiatrists were based (1, 20). It is true that few de- 
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pressed native patients were admitted to mental hos- 
pitals, as their symptoms did not fit the traditional 
presentation of “madness” and only manic, schizo- 
phrenic, or other violent patients were readily identi- 
fied by the chiefs or local inhabitants and promptly 
sent to mental asylums. It is also true that even today 
depressed individuals present themselves to primary 
health clinics with physical complaints or communi- 
cate with the health worker in a “somatic language” — 
the only language the patient thinks the health worker 
can understand! Even in Western countries, leading 
research workers are aware of the substantial degree of 
“hidden psychiatric morbidity” (21). Jones and Vischi 
(22), in a study of American family physicians, ob- 
served that almost 80% of the psychiatric cases were 
not recognized. 

Because of the overwhelming numbers of patients 
with serious tropical diseases in Africa, until recently 
the psychiatric input in medical training was negligi- 
ble. Moreover, primary health workers had little time 
to deal with patients who had hidden psychiatric mor- 
bidity. In our settings, these subjects often were labeled 
“chronic,” “hypochondriacal,” or “neurotic,” and the 
clinicians soon lost interest. This led to a cycle of end- 
less referrals from clinic to clinic or futile investiga- 
tions. Almost all such cases received symptomatic 
treatment alone. 

We found that all of the depressed subjects who 
were assessed with the Hamilton scale scored higher 
than 2 on the work and activities item, and all the 
depressed subjects had somatic symptoms. In many 
cultures exact vernacular equivalents of certain scien- 
tific terms do not exist (23), and this makes it difficult 
for the investigator to ask questions the patient can 
readily understand. Therefore, the primary health 
worker must inquire about the patient’s emotional 
state in simple colloquial terms rather than in scientific 
Jargon. 

The present work strongly indicates that depression 
is widely prevalent among primary care attenders in 
Kenya, and although somatic symptoms dominate the 
clinical presentation, a health worker can invariably 
find evidence of psychological or emotional phenom- 
ena of depression, as was noted in Kenya by Acuda 
(24) and one of us (Dhadphale, 1984). 
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Psychopathology in Patients With Wilson’s Disease 


Alice Medalia, Ph.D., and I. Herbert Scheinberg, M.D. 


The authors used the MMPI to assess psychopa- 
thology in neurologically impaired and neurologi- 
cally asymptomatic patients with Wilson’s disease. 
Neurologically impaired patients showed more psy- 
chopathology on the schizophrenia and depression 
scales and had a significantly higher rate of severe 
depression. 

(Am J Psychiatry 1989; 146:662-664) 


ilson’s disease is an autosomal recessively inher- 

ited disease of copper metabolism with a prev- 
alence of about 30 per 1,000,000 in all ethnic and 
geographic groups. About 20% of patients present ini- 
tially with psychiatric disturbances; almost all others 
present with hepatic or neurological disease. In his 
original monograph (1), Wilson discussed some of the 
psychological symptoms that these patients manifest. 
Although he later wrote that “too much must not be 
made of these psychotic [sic] symptoms” (2), subse- 
quent research (3—5) has shown that psychological ill- 
ness, ranging in severity from mild to severe, is indeed 
an important aspect of Wilson’s disease. 

Since copper, whose toxicity causes all of the neu- 
rological manifestations of Wilson’s disease, is ubiqui- 
tous in the brain .{6), it is reasonable to suppose that 
copper toxicity may underlie, at least in part, the psy- 


Received March 16, 1988; revision received Oct. 20, 1988; ac- 
cepted Nov. 16, 1988. From the Department of Psychiatry and the 
Division of Genetic Medicine, Department of Medicine, Albert Ein- 
stein College of Medicine/Montefiore Hospital Medical Center, 
Bronx, N.Y. Address reprint requests to Dr. Medalia, Bronx Mu- 
nicipal Hospital Center, Rm. 1009, Pelham Parkway and Fast- 
chester Rd., Bronx, NY 10461. 

Supported in part by the National Center for the Study of Wilson’s 
Disease. 
The authors thank ‘Dr. L Sternlieb for referring patients to the 
study, Dr. Igor Galyinker for assisting with data collection, and Dr. 
Jonathan Tobin for statistical consultation. 

Copyright © 1989 American Psychiatric Association. 


662 


chiatric disturbances seen. If this were the case, psy- 
chopathology would be expected to be more severe in 
patients with Wilson’s disease who are neurologically 
affected than in those who are asymptomatic. We 
tested this hypothesis by administering the MMPI 
to groups of patients with and without neurological 
impairment. 


METHOD 


We examined 24 patients who were diagnosed as 
having Wilson’s disease and who were in treatment 
with one of us (J.H.S.) or with Dr. I. Sternlieb. The 
diagnosis of Wilson’s disease was made on the basis of 
a demonstrated deficiency of ceruloplasmin (less than 
20 mg/dl) and the presence of Kayser-Fleischer rings or 
an excess of hepatic copper (more than 250 pg per 
gram of dry liver) or both (3). 

Sixteen patients (nine men and seven women) had 
neurological disease and comprised group one. Eight 
patients (two men and six women) whose neurological 
examination had always been normal comprised group 
two. The mean+SD ages in groups one and two were 
31.75+6.31 and 26.5+4.72, respectively. The two 
groups differed in the number of years they had been 
diagnosed with Wilson’s disease and in the way they 
initially presented for medical treatment. Patients in 
group one had been diagnosed with Wilson’s disease 
for a mean of 8.7+8.2 years, but patients in group two 
had had the diagnosis for a mean of 17.3+3.0 years. 
Four patients in group one presented with neurological 
symptoms, five with psychiatric symptoms, five with 
both neurological and psychiatric symptoms, and two 
with hepatic symptoms. Four patients in group two 
presented with hepatic symptoms, one presented with 
hepatic symptoms and very minor psychiatric symp- 
toms, and three were asymptomatic and had been di- 
agnosed in early childhood because they were siblings 
of patients with Wilson’s disease. “Psychiatric” was 
defined for these purposes as any change in behavior 
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noted by family, teachers, or ‘close acquaintances. 
Fourteen patients in group one had a history of psy- 
chiatric problems, but only one patient in group two 
had such a history. 

We reviewed records to determine the hepatic cop- 
per levels of patients on initial presentation. Patients in 
group one had lower mean hepatic copper levels 
($65.2+428.5 ug per gram of dry liver) than patients 
in group two (meant+tSD=972.5+477.3). Although 
statistically insignificant according to one-tailed t test 
(p<0.36), the difference in group means may reflect 
the process by which copper first saturates the liver 
and then is released into the blood stream, whence it 
diffuses into the nervous system and other organs (3). 
As was seen in the patients in group one, this process 
decreases hepatic copper but leads to copper toxicosis 
in other systems. 

The MMPI, which was used to measure psychopa- 
thology, was completed by each patient working alone 
and was scored by computer. All patients provided 
informed consent. 

The MMPI yields scores on 10 clinical scales. We 
report here scores on the four scales that measure 
symptoms associated with major psychiatric disorders 
(DSM-III-R axis I): schizophrenia, depression, para- 
noia, and hypomania, Higher scores indicate greater 
psychopathology. To obtain a quantitative index of 
psychopathology from the MMPI, it is accepted clini- 
cal practice to average an individual’s scores on eight 
of the 10 clinical scales (hypochondriasis, depression, 
hysteria, psychopathic deviant, paranoia, psychasthe- 
nia, schizophrenia, and hypomania). This score will be 
referred to as the psychopathology index. 


RESULTS 


One-tailed t tests indicated that neurologically im- 
paired patients (group one) scored significantly higher 
than neurologically asymptomatic patients (group 
two) on the schizophrenia scale (group one: 64.94+ 
20.61; group two: 47,75+6.86; t=3.026, df=22, p< 
0.003), the depression scale (group one: 63.25+18.67; 
group two: 52.5+5.58; t=2.12, df=19.5, p<0.02), 
and the psychopathology index (group one: 60.79+ 
13.08; group two: 52.27+3.56; t=2.43, df=18.9, p< 
0.01). On the hypomania scale the means for groups 
one and two were 60.00+15.34 and 51.8+7.62, re- 
spectively (p<0.08). On the paranoia scale the means 
for groups one and two were 61.63+14.68 and 
56.63+9.1, respectively (p<0.19). The Bonferroni ad- 
justment indicated that p values less than or equal to 
0.01 were significant. Thus, the group differences on 
the schizophrenia scale and the psychopathology index 
remained significant and the difference on the depres- 
sion scale strongly approached significance. 

The prevalence of scores of 70 or greater, general- 
ly considered to reflect moderate to severe psycho- 
pathology (7), was examined for the two groups. Fish- 
er’s exact test was used to compare the proportion of 
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CLINICAL AND RESEARCH REPORTS 


TABLE 1. Neurologically Impaired and Neurologically Asympto- 
matic Patients With Wilson’s Disease Who Scored 70 or More on 
Selected MMPI Scales 





Neuro- 
Neuro- logically 
logically Asympto- 
Impaired matic 
(N=16) (N=8) 
MMPI Scale N % N % p° 
Depression 7 4 0 0 0.03 
Schizophrenia > 31 0 0 0.10 
Hypomania 5 31 0 0 0.10 
Paranoia 3 19 1 13 0.59 
Psychopathology 


index 3 19 0 0 0.27 


*One-tailed Fisher’s exact test. 


high scores in the two groups. Group one had a sig- 
nificantly higher rate of scores of 70 or more on the 
depression scale (p<0.03, one-tailed). The rates of 
high scores on the MMPI scales for both groups are 
listed in table 1. 


DISCUSSION 


These results indicate that patients with Wilson’s 
disease who have neurological symptoms are more 
likely to exhibit clinically significant psychopathology 
than are neurologically asymptomatic patients. The 
neurologically impaired patients scored significantly 
higher on the schizophrenia and depression scales and 
the psychopathology index. Furthermore, there was a 
particularly high rate of depression in the neurologi- 
cally impaired patients with Wilson’s disease: 44% of 
these patients had scores of 70 or more, indicating 
moderate to severe depression and serious problems 
coping with daily activities. None of the neurologically 
asymptomatic patients had a score over 60 on the de- 
pression scale. 

Moreover, five of the neurologically impaired pa- 
tients had scores of 70 or more on the schizophrenia 
scale, whereas the highest score among the neurologi- 
cally asymptomatic patients on this scale was 57. On 
the psychopathology index, three neurologically im- 
paired patients had scores of 70 or more, whereas no 
neurologically asymptomatic patient had a score over 
57: 

These results indicate that there is an association 
between psychopathology and neurological symptoms 
in Wilson’s disease. Clinical history and observation of 
the patients confirm the MMPI results. Only one neu- 
rologically asymptomatic patient ever manifested be- 
havioral changes, and these were quite mild. That in- 
dividual was noted to be less alert in his first-grade 
class; hepatic disease was subsequently diagnosed. In 
contrast, 14 of the 16 neurologically symptomatic pa- 
tients had a history of substantial behavioral problems. 
At least three of these patients required psychiatric 
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hospitalization, one for schizophreniform psychosis 
and two for affective disorders. Another five patients 
had mild depression. Seven of the neurologically im- 
paired patients had histories of erratic, impulsive, or 
bizarre behavior, including violence, excessive emo- 
tional lability, and acting out. At least 12 of the neu- 
rologically impaired patients had received psychiatric 
or psychological assessment and/or treatment. 

It is reasonable to conclude that psychopathology 
in patients with Wilson’s disease is caused both by 
copper-induced cerebral pathology and by reactions 
to the motor disorders. The latter can interfere so se- 

verely with speech and the ability to eat, write, and 
walk that it is difficult or impossible to function nor- 
mally in society or to maintain satisfying interpersonal 
relationships. 
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Posttraumatic Stress Disorder: 
A Descriptive Study Supporting DSM-III-R Criteria 


Anthony Feinstein, M.B.B.Ch., M.R.C.Psych. 


Posttraumatic stress disorder, as defined by DSM- 
Ill, remains a controversial diagnostic entity. This de- 
scriptive study, which was carried out by the author in 
a war zone, supports the changes made in the criteria 
in DSM-III-R. 

(Am J Psychiatry 1989; 146:665-666) 


C ontroversy still surrounds the concept of post- 
traumatic stress disorder (PTSD) and its validity 
as a distinct diagnostic entity. Much of this contro- 
versy can be traced to establishing the significance of 
the “stressor,” thus continuing the longstanding stress- 
vulnerability debate in psychiatric research. DSM-III- 
R has attempted to resolve some of these difficulties by 
clarifying the nature of the stressor still further and 
also by removing the subdivision of PTSD into acute 
and chronic or delayed subtypes. The descriptive study 
reported here supports the latter revision. To my 
knowledge, there has been no similar report of a lon- 
gitudinal, descriptive study carried out among soldiers 
actively engaged in combat. 

During my obligatory national service I was as- 
signed to act as psychiatric medical officer in the op- 
erational area of Namibia (the area of Namibia in 
which military operations were regularly pursued). For 
a period of 1 month I had to undertake daily patrols 
with a 16-man counterinsurgency unit. 

The unit consisted of 17 men, 15 in their 20s and 
two in their early 40s. Seven of the men were married. 
Both official language groups (i.e., English and Afri- 
kaans), with their associated cultural differences, were 
represented in the sample; educational status varied 
from university level to various grades of school qual- 
ification. Only two men were military recruits; the rest 
were career policemen or soldiers. Only three of the 
men had had previous combat exposure. No soldier 
had a history of psychiatric illness. 
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The patrols were highly stressful. There was con- 
stant danger from land mines, ambushes, and snipers; 
the heat was intense; and it was difficult to distinguish 
noncombatants from the enemy. All unit members 
were rated as having moderate or high combat expo- 
sure on a modified version of a scale devised by Laufer 
et al. (1). (I used the scale to retrospectively rate the 
unit members.) On the day after my arrival, at midday, 
our patrol was ambushed in a local village. For 30 
minutes we were caught in an intense crossfire involv- 
ing mortars, missiles, and automatic weapons. Casu- 
alties were sustained on both sides. In addition to 
treating shrapnel and burn wounds while under fire, I 
had to sedate a young sergeant with intravenous diaz- 
epam after a missile had penetrated the armor of his 
troop carrier, causing a severe leg wound. 

The scene after the ambush was one of carnage. The 
village was on fire, dismembered bodies made identi- 
fication impossible, and the local population had fled. 
Our wounded could be evacuated by helicopter only 


after the fighting had abated. 


THE STUDY 


The next day I decided to undertake a descriptive 
study, using a checklist of symptoms derived from the 
DSM-III criteria for PTSD. Fourteen men, including 
myself, had been involved in the ambush. An addi- 
tional three men had been left at the base camp and 
had listened to the entire battle over their two-way 
radio. They were included in the study. All the men 
were interviewed on the day after the ambush and 
were followed up over a period of 1 month; the symp- 
tom checklist was administered at weekly intervals. If 
individual symptoms were no longer reported, the men 
were asked when the symptoms had ceased during the 
previous week. New symptoms and the recurrence of 
symptoms were also recorded. 


RESULTS 


Examination of the results 1 week after the ambush 
(table 1) revealed that all of the 12 DSM-III inclusion 
criteria were frequently reported. In addition, gastro- 
intestinal symptoms (nausea and epigastric discom- 
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TABLE 1. PTSD Symptoms Reported 1 Week After an Ambush by 
14 Soldiers Caught in the Ambush and Three Other Soldiers 


- Active Passive 
Total Group Group 
DSM-L Symptom (N=17) (N=14) (N=3) 
Intensification of symptoms by 
exposure to events that symbol- 
ize or resemble the traumatic 
event 15 13 2 
Hyperalertness or exaggerated 
startle response 14 13 1 
Recurrent and intrusive recollec- l 
tions of the event 13 12 1 
Sudden acting or feeling as if the 


traumatic event were reoccur- 

ring, because of an association 

with an environmental or ide- 

ational stimulus 11 11 0 
Avoidance of activities that arouse 

recollection of the ‘traumatic 

event 10 10 
Sleep disturbance 9 8 
Guilt about surviving when others 

have not, or about behavior re- 

quired for survival 9 7 2 
Memory impairment or trouble 

concentrating 9 
Recurrent dreams of the event 8 
Markedly diminished interest in 

one or more significant activities 7 
Constricted affect 5 
Feeling of detachment or estrange- 

ment from others ` 4 


m= © 


tA SJ] ‘sq o0 


Cad 
puk 


fort) were prominent. For many, the ambush seemed 
to act as a trigger for unpleasant, intrusive thoughts 
concerning previous traumatic experiences, fear of mu- 
tilation, and imagery of death and dying. On my initial 
arrival at the base camp, I had found a jovial, easygo- 
ing, high-spirited group of young men. After the am- 
bush the atmosphere changed. Complaints of sleepless- 
ness became common. One man became fearful that he 
would be castrated in a land mine explosion. Another 
man, who had “frozen” during the battle and not fired 
a shot, became profoundly depressed and had marked 
guilt feelings. He isolated himself socially and devel- 
oped enough symptoms to warrant a DSM-III diagno- 
sis of major depression. A third man was subject to 
obvious nightmares, for he would yell and shout com- 
mands in his sleep, further affecting morale. 

A DSM-III diagnosis of PTSD could have been made 
for all 14 men involved in the ambush, as well as for 
one of the men left at the base camp. The disorder 
persisted for an average of 9 days (range=2—24 days) 
in 14 of the men. One man had to be evacuated within 
a week of the ambush because his psychiatric symp- 
toms rendered him unable to function; he was lost to 
follow-up. 

In the weeks after the ambush the daily patrols con- 
tinued, and the men functioned efficiently despite the 
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heightened tension. Discipline remained intact, an ex- 
ception being two instances in which morphine ampuls 


- disappeared from my medical bag. 


DISCUSSION 


Although symptoms sufficient to diagnose DSM-III 
PTSD were present in every member of the group after 
the ambush, the group continued to function effi- 
ciently. PTSD is typically a chronic and quite debili- 
tating disorder, and so these findings present an anom- 
aly. The revisions to DSM-III-R resolve these apparent 
contradictions, for DSM-III-R has introduced a mini- 
mum duration of 1 month’s symptoms before the full 
PTSD disorder can be diagnosed. Thus, cognizance has 
been taken of the fact that normal periods of distress 
can be expected after major life events, and only the 
persistence of a certain constellation of symptoms can 
be regarded as pathological. Sufficient symptoms in 
our group did not extend beyond 24 days and func- 
tioning was not seriously impaired, thus precluding a 
DSM-III-R diagnosis of PTSD. 

The development of posttraumatic symptoms in 
members of the group not actively involved in the am- 
bush is an interesting but not unexpected finding. 
Their proximity to the action, experience of similar 
dangerous patrols, and daily contact with survivors of 
the ambush were all bound to exert some effect. 

Care should be taken not to draw too many conclu- 
sions from a study involving only 17 men. No baseline 
frequency of symptoms was available with which to 
compare symptoms after the ambush. Horowitz et al. 
(2) have pointed out that a multitude of antecedent 
variables has made phenomenological descriptions of 
PTSD exceedingly difficult, and the present study, with 
differing language, cultural, and educational sub- 
groups, is no exception. In addition, the follow-up pe- 
riod was of short duration. Nothing is known of the 
men’s long-term functioning, and the possibility of a 
delayed PTSD cannot be excluded. 

Notwithstanding these obvious limitations, the re- 
sults of this study and my personal observations sup- 
port one of the recent revisions to the DSM-III criteria 
for PTSD. Future research of a longitudinal nature, 
looking at the natural history of the disorder, would 
prove useful in further validating DSM-III-R criteria. 
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Prevalence of Posttraumatic Stress Disorder 
in Wounded Vietnam Veterans 


Roger K. Pitman, M.D., Bruce Altman, Psy.D., and Michael L. Macklin, B.A. 


Of 156 wounded Vietnam veterans evaluated for 
posttraumatic stress disorder (PTSD) by a question- 
naire and a diagnostic interview in selected cases, 40% 
had a definite or probable lifetime diagnosis of PTSD. 
Of the 27 interviewed patients with lifetime PTSD, 
81% currently met the PTSD criteria. 

(Am J Psychiatry 1989: 146:667-—669) 


he impact of posttraumatic stress disorder (PTSD) 

on the Vietnam veteran patient is now well rec- 
ognized. However, the published epidemiological stud- 
ies of its prevalence have used only one structured re- 
search interview, the Diagnostic Interview Schedule 
(DIS) (1). One such study (2) estimated the lifetime 
prevalence of PISD in Vietnam combat veterans 
(N=43) as 9% and in wounded Vietnam combat vet- 
erans (N=15) as 20%. Another study (3) estimated the 
lifetime prevalence in combat and noncombat Vietnam 
veterans combined (N=2,490) as 15%. However, only 

2% currently met the criteria for PTSD. 

The Structured Clinical Interview for DSM-III-R 
(SCID) is a widely used instrument, a version of which 
has been created for use with Vietnam veterans (4). 
The Mississippi Scale for Combat-Related PTSD (5) is 
a questionnaire that has been validated for Vietnam 
veterans; a cutoff score of 107 identified veterans with 
current PTSD with 93% sensitivity and 89% speci- 
ficity. Agreement between the Mississippi scale and the 
SCID has been shown to be very good: kappa=0.77 
(5). In this study, we used the Mississippi scale to 
screen a sample of wounded Vietnam veterans for 
PTSD and then evaluated potential cases further with 
the SCID. 
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METHOD 


A computer printout of New Hampshire Vietnam | 
war veterans who had service-connected musculoskel- 
etal injuries was obtained from the Veterans Adminis- 
tration (VA). One of us (M.L.M.) reviewed each claims 
folder to ascertain the source of injury, which in 243 
cases proved to be wounds sustained during combat in 
Vietnam. The sample included all New Hampshire vet- 
erans whose claims had been adjudicated by the VA, 
regardless of treatment status, but not veterans with 
claims adjudicated solely by a service branch nor vet- 
erans without adjudicated claims. The sample did not 
include veterans with other combat injuries (e.g., head 
trauma or burns), as the purpose was to study 
the psychopathological consequences of a represent- 
ative stressor, arbitrarily chosen to be combat that 
resulted in musculoskeletal injury. A Mississippi Scale 
for Combat-Related PTSD questionnaire, along with 
an explanation of the study, was mailed to each of 
the 243 potential subjects. Nonresponders were con- 
tacted by telephone when possible. One hundred 
fifty-six (64%) of the veterans responded to the ques- 
tionnaire. No valid address could be found for 14 vet- 
erans, there was no response from 48, and 25 refused 
to participate. 

Twenty-five of the 243 veterans had been rated by 
the VA as havir.g service-connected PTSD. Each of 
these patients had received a DSM-III or DSM-III-R 
diagnosis of PTSD on the basis of a clinical interview 
(6) by an experienced, Board-certified psychiatrist. 
These 25 subjects adjudicated as having service-con- 
nected PTSD were not interviewed again. Rather, 
those with Mississippi scale scores of 107 or higher 
were classified as definite cases of PTSD; those who 
scored below 107 (possibly representing past cases) or 
for whom no Mississippi scale score was available 
were classified as probable cases of PTSD. 

For subjects who had not been adjudicated as having 
service-connected PTSD, a low cutoff score of 89 on 
the Mississippi scale was selected, which would ensure 
high sensitivity at the expense of specificity. This 
choice was confirmed by interviewing 17 randomly 
chosen subjects who scored below 89, only one of 
whom was found to have (past) PTSD. Subjects not 
adjudicated as having service-connected PTSD who 
scored 89 or above were invited to take the SCID, 


667 


CLINICAL AND RESEARCH REPORTS 


TABLE 1. LHetime Diagnoses of PTSD According to the Mississippi Scale for Combat-Related PTSD and the SCID" for 156 Wound 


Vietnam Veterans 


Method of Diagnosis 


Subjects with VA rating of service-connected PTSD (N=25) 
Mississippi scale score<107 
Mississippi scale score2:107 
No Mississippi scale score 
Subjects without VA rating of service-connected PTSD (N=131) 
Mississippi scale score<89 
With SCID 
Without SCID 
Mississippi scale score2:89 
With SCID 
Without SCID 
Mississippi scale score<107 
Mississippi scale score=:107 
Total 


*SCID=Structured Clinical Interview for DSM-III-R. 


which was administered by a clinical psychologist 
(B.A.) who had undergone training in its use. Informed 
consent was obtained after the procedure had been 
fully explained. Subjects found to meet the DSM-III-R 
criteria for PTSD on the SCID were classified as defi- 
nitely having PTSD; those not meeting these criteria 
were classified as definitely not having PTSD. For sub- 
jects who had not been adjudicated as having service- 
connected PTSD and who were not interviewed, those 
with Mississippi scale scores of 107 or higher were 
classified as probably having PTSD, and those with 
scores below 107 were classified as probably not hav- 
ing PTSD. . 

Interviewed subjects were classified as having imme- 
diate or delayed PTSD according to whether the diag- 
nostic criteria had been met within 6 months of com- 
bat; they were classified as having past or current 
PTSD according to whether the criteria were met dur- 
ing the preceding month. Comorbid axis I diagnoses 
were also classified as past or current. For subjects who 
were diagnosed as having PTSD but who had not been 
adjudicated by the VA as having service-connected 
PTSD, the interviewer inquired about the reason. 


RESULTS 


The results appear in table 1. Of the 27 subjects with 
diagnoses of PTSD according to the SCID, 24 (89%) 
had immediate and three (11%) had delayed onset; 22 
(81%) had a current diagnosis of PTSD and five (19%) 
had only a past diagnosis of PTSD. Only two (7%) of 
the subjects had PTSD as their sole lifetime axis I di- 
agnosis; the remainder had the following additional 
disorders: 18 (67%), alcohol dependence or abuse (five 
current); eight, (30%), other psychoactive substance 
dependence or abuse (one current); 17 (63%), major 
depression (five current); seven (26%), panic (four cur- 
rent); seven (26%), social phobia (four current); six 
(22%), generalized anxiety; five (19%), obsessive- 
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Subjects With Subjects Without 
PTSD (N=63) PTSD (N=93) 
Definite Probable Definite Probable 

4 
13 
8 
1 16 
63 
26 11 
3 
11 
40 23 27 66 


compulsive disorder (five current); four (15%), simple 
phobia (three current); three (11%), dysthymia; five 
(19%), other disorders (four current). 

Reasons given by the subjects with current PTSD for 
not having it as a service-connected disability were as 
follows: nine did not know about PTSD or did not 
know that they had it, three did not want the “hassle” 
of applying for benefts, three already had other ser- 
vice-connected psychiatric conditions, two felt they did 
not need compensation, one did not know how to 
apply, one did not want it on his record, one did not 
want to “mooch off the government,” and two gave no 
reason. 


DISCUSSION 


Several factors dictate that the results obtained here 
not be considered definitive with respect to the preva- 
lence of PTSD in Vietnam veterans. The 64% response 
rate was slightly lower than the 67% (2) and 75% (3) 
rates reported in earlier studies; the sample was re- 
stricted to a single type of injury, source of ascertain- 
ment, and geographical area; and all of the assessment 
measures were not administered to all of the subjects. 
Nevertheless, the results are of interest for at least two 
reasons. First, they provide a higher estimate of the 
prevalence of PTSD in wounded Vietnam veterans that 
is based on a larger sample than previously studied (2). 
Second, they indicate a higher proportion of current 
PTSD cases than previously reported (3). Several de- 
sign differences may have given our method greater 
sensitivity to PTSD: use of instruments validated for 
the population under study, interview by a doctoral- 
level clinician experienced with the population, and 
use of DSM-III-R criteria. Our estimate of a 32% 
prevalence of current PTSD in wounded Vietnam vet- 
erans (which we derived from multiplying the esti- 
mated 40% lifetime prevalence of PTSD by the esti- 
mated 81% of lifetime cases still current) is very close 
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to the estimated 31% prevalence of current PTSD 
found in Vietnam veterans with high combat exposure 
in a major ongoing epidemiological study (7). That 
study also used the SCID. These findings suggest that 
the choice of diagnostic instrument(s) is a crucial fac- 
tor in epidemiological studies of PTSD (8). 

Figures supplied by the VA indicate that the approx- 
imate percentage of Vietnam veterans with service- 
connected PTSD is 1.5% for New Hampshire but only 
0.5% for the nation. (For the Korean War and World 
War I, the percentages are far lower.) The approxi- 
mate ratio of Vietnam veterans with service-connected 
PTSD to those with service-connected musculoskeletal 
injuries is 0.64 for New Hampshire but only 0.24 for 
the nation. These figures point to a rate of service- 
connected PTSD two to three times greater for New 
Hampshire than for the United States as a whole. 
However, even in the New Hampshire sample studied 
here, only 25 (40%) of the 63 definite and probable 
cases of PTSD had been adjudicated as having been 
service-connected. Even allowing for wide margins of 
error in the data, these numbers suggest that despite a 
recent active outreach effort, the majority of combat- 
related PTSD cases remain unidentified by the VA. 
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PHENOMENOLOGY AND PSYCHOPATHOLOGY 


Karl Jaspers: Basic Philosophical Writings, Selections, edited 
and translated by Edith Ehrlich, Leonard H. Ebrlich, and 
George B. Pepper. Athens, Ohio University Press, 1986, 556 
pp., $55.00; $26.95 (paper). 


The centenary of the birth of Karl Jaspers, psychiatrist 
par excellence and one of the most outstanding thinkers of 
our century, occurred in 1983. The anniversary, commemo- 
rated worldwide with special programs by international so- 
cieties and congresses, also stimulated the preparation of 
this book, a compilation of writings by Jaspers along 
with introductory comments and guided instruction by the 
editors. 

Within psychiatry, Jaspers is widely acknowledged as a 
seminal thinker, the father of phenomenology, the leading 
psychiatric methodologist, and a preeminent psychopathol- 
ogist. But his vast contributions to our field are a mere 
preface to his other contributions to the general culture—his 
philosophy of existence and his many books and essays 
on truth, communications, human nature, science, politics, 
and religion. In these writings, his reflections and insights 
are wide-ranging in scope, profound in wisdom, audacious 
in originality, and liberating in effect. Can there ever be an- 
other psychiatrist such as this? How fortunate we are, 
then, to have this single volume of critical selections from 
the entire Jaspers corpus freshly translated and generously 
commented on by leading Jaspers scholars of the present 
day. 

The book contains 74 excerpts organized systematically in 
seven parts. Each part and selection is preceded by an edi- 
tor’s guide and commentary. There is also a complete bibli- 
ography of Jaspers’s books and monographs as well as writ- 
ings about Jaspers. Forty percent of the book is translated for 
the first time, and most of the selections from previous trans- 
lations have been retranslated, including an excerpt from 
Jaspers’s General Psychopathology. 

Rather than attempting to review this ambitious volume as 
a whole, I will limit my comments to a few selections that are 
of particular interest to psychiatrists. 

First, in selection 2, the editors justify their new translation 
of an excerpt from General Psychopathology by explaining 
the need to capture more faithfully Jaspers’s original expres- 
sion, “even where more felicitous constructions would seem 
desirable.” The new translation leads to a richer and more 
personal rendering of a section that seemed dispassionate 
and technical in the original translation. More importantly, 
the more philosophical idiom of this new translation con- 
vincingly demonstrates that Jaspers’s mature philosophy of 
existence and his philosophical anthropology were already 
prefigured in his much earlier work as a psychiatrist. Ex- 
cerpts from Jaspers’s philosophical autobiography (selection 
1) are also helpful in forging a link between Jaspers’s begin- 
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ning efforts as a psychiatrist and his later philosophical 
wisdom. 

Second, in dealing with the relationship between philoso- 
phy and science (selections 53—56), Jaspers is deeply appre- 
ciative of the astounding successes of the modern sciences. 
But he is also deeply concerned that widespread faith in sci- 
entific progress blurs the distinction between science and wis- 


‘dom and even undermines the basic dignity and freedom of 


humankind. Therefore, Jaspers emphatically insists that it is 
necessary to comprehend the limits of scientific activity as 
well as its strengths. Ultimately, scientific insights are ‘“‘per- 
spectival’’—although they profoundly illuminate certain fun- 
damental aspects of reality they do so only by ignoring or 
even concealing other equally basic aspects. 

Furthermore, the task of appreciating the limits of scien- 
tific activity is best achieved by actually doing scientific re- 
search. Such research ultimately discloses the problems that 
arise at the boundaries of scientific knowledge. For the in- 
vestigator, awakening to these problems can both clarify the 
limits within which scientific activity takes place and disclose 
the issues of ultimate concern that are never touched by sci- 
entific activity. Jaspers’s own philosophizing began with his 
confrontation with these limits during his scientific work as 
a psychopathologist. 

Third, Jaspers’s depiction of communication as a “loving 
struggle” is of major interest to psychiatrists concerned with 
clinical practice and with psychotherapy. He returns to the 
subject of communication again and again in this compila- 
tion of his writings, both as an issue for theoretical discourse 
(selections 8 and 43) and more personally (in selections 67 
and 68, on his relationship with his mentor Max Weber; 
selection 70, on his relationship with his student and friend 
Hannah Arendt; selections 71 and 72, on his relationship 
with his wife Gertrud; and selection 69, on his failed com- 
munication with Martin Heidegger). Additionally, Jaspers 
clarifies various psychiatric debts to Max Weber, such as the 
important distinction between understanding and explana- 
tion and the notion of the ideal type, which Jaspers found so 
fruitful in his original nosology. | 

Other selections of special interest include Jaspers’s com- 
ments on his illness (selection 73), Kierkegaard and Nietsche 
(selection 6), limit situations (selection 12), and his philoso- 
phy of existence (selections 16-28). Also of value are selec- 
tions from the previously untranslated Von der Wabrheit 
(selections 35—42) and selections on philosophy and politics, 
philosophy and history, and philosophy and religion. 

To conclude, this anthology is a substantial accomplish- 
ment and a notable contribution to our culture. Any psychi- 
atrist seriously interested in the central problems of our 
field—-and also of our time—should purchase it. Those who 
are unfamiliar with the writings of Karl Jaspers will find it an 
excellent introduction. Readers already familiar with Jaspers 
the psychiatrist will learn a great deal about his broader 
philosophical and cultural achievements. Finally, more 
knowledgeable readers will value the newly translated and 
retranslated material included in this book and will deeply 
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enlarge their understanding of Jaspers’s writings as a whole. 
Reading Jaspers is not easy, but the struggle is most definitely 
loving and richly rewarding. 


MICHAEL ALAN SCHWARTZ, M.D. 
New York, N.Y 


NEUROPSYCHIATRY 


What Is Epilepsy? The Clinical and Scientific Basis of Epi- 
lepsy, edited by M.R. Trimble, F.R.C.P., F.R.C.Psych., and 
E.H. Reynolds, M.D., F.R.C.P., F.R.C.Psych. Edinburgh, 
Churchill-Livingstone (White Plains, N.Y., Longman, dis- 
tributor), 1986, 344 pp., $74.00. 


This is an excellent book with something for everyone. It 
has clinical and theoretical relevance for both psychiatrists 
and neurologists. Perhaps most important for psychiatrists 
are the questions it raises about behavior. George Fenton 
begins his excellent chapter entitled “EEG, Epilepsy and Psy- 
chiatry” with the statement, “The behavioral manifestations 
of epilepsy span the interface between brain and mind” (p. 
139). It is really the question of the relationship between the 
brain (electrical activity) and the mind (behavior) that is a 
central theme of this book and one from which the title 
derives. Throughout the book one is constantly confronted 
with questions such as, What is epilepsy? What is a seizure? 
What is the significance of paroxysmal EEG electrical distur- 
bances? Why are there electroform discharges on the EEG 
interictally with no seizures? What is the relationship of psy- 
chopathology to epilepsy and to these EEG disturbances? 

These are not new questions, as Reynolds notes in his 
introductory chapter. Even Hughlings Jackson noted these 
ambiguities, stating, “I formerly used the term ‘epilepsy’ ge- 
nerically for all excessive discharges of the cortex and their 
consequences... . I now use the term ‘epilepsy’ for that neu- 
rosis which is often called ‘genuine’ or ‘ordinary’ epilepsy, 
and for that only” (p. 4). These questions are not just theo- 
retical. Their answers have major clinical significance. If we 
look at specific chapters their utility is immediately apparent, 
specifically, the chapter by Shorvon and Reynolds on the 
epidemiology and temporal patterns of seizures, Gram and 
Dam’s chapter on paroxysmal neurological disorders such as 
transient global amnesia and syncope, excellent chapters by 
Binnie on the clinical use of the EEG, and the fine chapter 
already noted by Fenton on the relationship of EEG to sei- 
zure disorders and particularly the clinical interpretation of 
EEG abnormalities in people without “classical” seizures. 
Trimble contributes an excellent chapter on distinguishing 
hysteria and epilepsy, and there is a chapter by Toone dis- 
cussing the evidence for and against epilepsy’s relationship 
with psychopathology. Horton has a very useful chapter on 
the pharmacology of epilepsy with anticonvulsant drugs. 
Other chapters have a more basic orientation and provide 
further potential for speculation, such as the chapter by 
Chadwick and Crawford on the biochemistry of seizures, a 
chapter by Fenwick on the electrophysiology of EEG epilep- 
tic discharges, and an interesting chapter by Max Fink com- 
paring ECT-induced seizures to naturally occurring seizures. 
An updated version of Janice Stevens’s excellent paper, “All 
That Spikes Is Not Fits,” is reprinted here, and there are also 
chapters on kindling and the neurophysiology of excitatory 
transmission. In all there are 24 fine chapters and two final 
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general discussion sections by all the authors—‘‘What Is Ep- 
ilepsy?” and “The Borderlands of Epilepsy.” 

Anyone fascinated by the biological aspects of behavior 
will find this book of great interest. It should be in most 
departmental and hospital libraries. It is a companion book 
to two others edited by Michael Trimble, one in 1985 on the 
psychopharmacology of epilepsy (1) and another in 1986 
edited by Trimble and Bolwig on epilepsy and psychiatry (2). 
It is remarkable that there is little overlap in these three 
books. In general, the books complement each other and 
together present a comprehensive and useful trilogy for psy- 
chiatrists and neurologists. They also raise the question of 
why there is so much more interest in epilepsy in Great Brit- 
ain than there is in the United States. Although each of the 
books has authors from the United States, the majority are 
from Great Britain and Europe. Perhaps this is due to the 
system of medical care: are more British and European psy- 
chiatrists involved with the seriously ill in larger hospitals 
and therefore come more in contact with epilepsy patients or 
is there a longer tradition of study of the overlap area be- 
tween psychiatry and neurology in Great Britain and Eu- 
rope? It is evident that U.S. psychiatrists are just becoming 
interested and aware of the importance of these areas of 
overlap as theoretical models and for their practical, clinical 
utility in treating such entities as multiple sclerosis and 
stroke. It is also interesting that U.S. psychiatrists have pio- 
neered in the use of anticonvulsant medication in psychiatric 
populations but again have not paid as much attention to the 
area of epilepsy as is probably warranted. This book should 
kindle our interest. 
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Migraine: Clinical and Research Aspects, edited by J.N. 
Blau. Baltimore, Johns Hopkins University Press, 1988, 695 
pp., $79.50, 


In some primary care settings, 20% of the patient visits are 
for the complaint of head pain. Therefore, all physicians 
should be familiar with the common headache syndromes. A 
subset of patients with head pain will be referred to psychi- 
atric physicians due to psychological factors involved in the 
genesis of the complaint or as a reaction to disabling symp- 
toms. This volume comprehensively reviews the diagnostic, 
etiological, and therapeutic issues in the migraine headache. 

The book addresses the signs and symptoms of the mi- 
graine headache in adults and children. An excellent chapter 
by Dr. Blau discusses the course of the migraine headache 
from the prodroma to resolution and recovery. Dr. Blau 
views the migraine headache as a primary neurological dis- 
turbance with only secondary involvement of blood vessels. 
The varied clinical picture includes psychological symptoms 
and behavioral phenomena during the actual head pain, such 
as irritability, diminished concentration, attempts to sleep, 
and general behavioral withdrawal. In children, many of 
whom have a family history of migraine headaches, the mi- 
graine syndrome includes recurrent abdominal pain that can 


671 


BOOK FORUM . 


concur with the head pain. Estimations of the frequency of - 


migraine in children vary widely; it seems to occur in 3% to 
4% of latency- -age ‘children. 

The volume reviews the differential diagnosis of migraine 
headaches as distinguished from tension headaches, sinusitis, 
and mass lesions. The chapter on diagnostic investigations of 
migraine headaches explains that electroencephalography is 
often useful only if there is a need to exclude epileptic phe- 
nomena. The use of CT scanning is also discussed. and it is 
suggested that such scanning is most useful in the presence of 
an orbital bruit suggestive of an arterial venous malforma- 
tion, a history of focal seizures, or the presence of persistent 
focal neurological ‘deficits. Cluster headaches are also dis- 
cussed at length. An interesting chapter deals with EEG ab- 
normalities as well as abnormal visual evoked potentials 
found during the acute migraine attack. | 

The pharmacotherapy of migraine js carefully covered. Er- 
gotamine and its derivatives remain the most useful agents in 
affecting the acute migraine attack; analgesic and anti-in- 
flammatory agents aré secondary supports. Use of a-adren- 
ergic agents has been shown to help in the prevention of 
migraine phenomena, and the possible use of serotonin re- 
ceptor blockers such as methysergide and calcium channel 
antagonists such as nifedipine is promising. An interesting 
chapter is devoted to the herb feverfew, which is often self- 
prescribed as a medication for migraine. This herb may act 
on prostaglandin biosynthesis or function as a calcium chan- 
nel blocker and has been shown to have some therapeutic 
effects. 

Therapeutic strategies such as explanations of the disorder 
and clinical problems such as excess drug use are described. 
Biofeedback and relaxation therapy are proposed as poten- 
tial treatments, although the mechanisms of action are as yet 
unknown. The chapter of most interest to psychiatrists may 
well be “Psychological Factors in Migraine,’ by Harold 
Mersky. This excellent contribution downplays a close rela- 
tionship between stress and the onset of a migraine. Further- 
more, the idea of a specific personality type for migraine 
sufferers is discarded. Mersky concludes that amitriptyline is 
effective in certain ‘patients with migraine. Whether this is 
due to its effect on pain or on the headache itself is not 
known. A recent study (1) found that depression and mi- 
graine both run in families but that depression coexisting 
with migraine is more likely to be a reaction to the symptoms 
rather than due to'a genetic link between the two symptoms. 

The rest of the book focuses on a wide range of etiological 
theories for migraine, including biochemical metabolic ab- 
normalities, abnormalities in platelets, allergic factors, and 
vascular etiologies. The book critically reviews the use of 
B-adrenergic blocking agents in the treatment of migraine. 
Other topics, such as the epidemiology of migraine head- 
aches, its genetics, and both ocular and otologic factors 
within the disorder are covered. The book is well produced 
with generous use of tables, charts, and figures, 
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Dopamine Receptors: Receptor Biochemistry and Method- 


ology, vol. 8, edited by Ian Creese and Claire M. Fraser. New 
York, Alan R. Liss, 1987, 264 pp., $70.00. 


Most of the other volumes in this series, although they 
provide some valuable texts for biochemists and physiolo- 
gists, are unlikely to offer much of interest to readers of this 
journal. Dopamine receptors, however, have a special place 
in psychopharmacology and biological psychiatry. Not only 
are they the presumed site of action of the neuroleptic drugs, 
but the observation that their levels are higher in the brains 
of schizophrenic patients (whether or not this is related to the 
disease process) did much to stimulate neurochemical re- 
search in psychiatry. It would be difficult to assemble a more 
prestigious group of experts than the group of leading lights 
in dopamine receptor research who contribute the chapters 
of this excellent volume. It is a pleasure, too, for me as a 
non-American reviewer to see the international authorship of 
this text, which originated in the United States. 

In the first chapter, one of the editors, lan Creese, and his 
colleague Ellen Hess discuss the biochemical characterization 
of dopamine receptors in a broad introduction to their roles 
in CNS dopamine function and provide a short but valuable 
review of their pharmacology. Next, Philip Strange describes 
clearly the advances that he and others have made toward 
the (as yet) elusive goal of receptor purification and molec- 
ular characterization. Dopamine autoreceptors are discussed 
by Wolf and Roth in a comprehensive and accessible review 
touching on all aspects of the (necessarily circumstantial) 
pharmacological, behavioral, and electrophysiological evi- 
dence for these presynaptic mediators of dopaminergic ac- 
tivity. The fourth chapter, by Kohli and Goldberg, describes 
dopamine receptors in the periphery, particularly the distinc- 
tion between receptor subtypes. Clearly, in any comprehen- 
sive review, the receptors outside the brain cannot be ig- 
nored, but this chapter appears somewhat out of place, given 
the CNS-oriented discussion of the rest of the text. This will 
matter little to those whose interests are mainly cerebral, but 

an attempt by the authors or editors at integrating this chap- 
ter more would have been worthwhile. 

Greengard and his colleagues present their area of exper- 
tise, the functional biochemistry of protein phosphorylation, 
through which mechanism dopamine (and other) receptors 
may mediate transmitter effects on the postsynaptic cell 
membrane. This is followed by reviews of dopamine receptor 
electraphysiology, by Wang and colleagues, and autoradio- 
graphic localization, by Palacios and Pazos. The latter chap- 
ter contains sevetal well-reproduced pictures illustrating do- 
pamine receptor distribution in, primarily, the rat brain. The 
final two contributions are from Arit, who summarizes the 
animal behavioral pharmacology involving dopamine recep- 
tors, and Seeman, who describes the neuropathological i in- 
volvement of dopamine receptors. This brief review covers 
dopamine receptor changes in postmortem brains taken from 
patients with schizophrenia, Parkinson’s disease, and Hun- 
tirigton’s disease. It also discusses the contribution made by 
previous drug treatment to these results. Positron emission 
tomography (PET) as a means of visualizing these receptors 
in vivo is also mentioned, although unfortunately the book 
was published before the appearance of some of the most 
interesting results in this fast-moving field. 

Minor criticisms include the suggestion that there is a sub- 
stantial frontal cortical dopaminergic innervation in the hu- 
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man brain (an incorrect extrapolation from animal data) and 
the suggestion that tardive dyskinesia may involve increased 


D receptor density, for which there is no supportive evi- ` 


dence. Nevertheless, this is a useful book with much to offer 
the reader. It would be a valuable addition to any medical 
school library, providing a comprehensive source of refer- 
ence for the medical student, postgraduate researcher, or es- 
tablished medical scientist who wishes to understand more 
about the vital role of these receptors in normal and patho- 
logical brain function. 


GAVIN P. REYNOLDS, PH.D. 
Nottingham, England 


Memory and Brain, by Larry R. Squire. New York, Oxford 
University Press, 1987, 294 pp., $24.95; $14.95 (paper). 


Humans are typically complacent about their flair for 
higher mental functioning. Although every facet of the mind 
has its proponents, the ability to remember has fueled the 
most species-specific self-congratulation. The immediacy of 
experience may trick us into taking for granted our ability to 
perceive, reason, plan and act, and even to verbalize, but that 
we can remember, at will, much of what has taken place 
seems particularly magical. Correspondingly, it is around 
memory that the neuroscientific enterprise is centered, prom- 
ising ultimate coherence across diverse levels of analysis, a 
fact that afforded Larry Squire the opportunity to write this 
book. 

Where do memories come from? Where are they when 
they are not being remembered? Such obtusely formulated 
questions have generated a spate of biologically incoherent 
metaphors—stores, boxes, lexicons, pigeonholes in the 
head—each populated with a different subset of memoranda 
and bearing distinctive “addresses,” variably “legible” (to 
whom?) when they dre “‘accessed” (by what?) to be retrieved. 

These metaphors imply that the brain squirrels away a 
shrewdly selected subset of what is experienced against the 
day when it might usefully be remembered. How vacuous 
this view is becomes apparent given that the mere passage of 
time can be remembered. Are we to suppose that every event 
starts its own personal “temporal register,” which then 
counts indefinitely just in case the individual might sometime 
wonder how long it has been since it happened. Lashley was 
right in judging the search for the engram futile. Specific 
memories have never been localized to specific sets of neu- 
rons or eliminated by inactivating specific sets of neurons. In 
contrast, research has uncovered much neural machinery 
that enables remembering. Function is localized, all right, but 
information is not. 

Departing from his generally uncritical stance, Squire re- 
fers to ‘‘Lashley’s error” (p. 67) in considering the neurons 
that are active when something is remembered to be widely 
distributed. However, in his principle of regional mass ac- 
tion, Lashley was exactly on the mark. Within a categorical 
domain, partial damage does not restrict the set of potential 
responses but decreases the probability of response across 
the full set. The experimental findings point to extensive neu- 
ronal systems predisposed to respond in specific ways, de- 
pending on the eliciting circumstances. No particular re- 
sponse lurks expectantly in its individualized niche. 

The lesson has proved hard to learn, not only for cellular 
neurophysiologists, who fantasize an analogue of human 
memory in the adaptations of an invertebrate neuron, but 
also for cognitive scientists, who should know better than to 
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populate the brain with boxes. “The most likely site of stor- 
age is the set of particular cortical processing systems that are 
engaged during the perception, processing and analysis of the 
material being learnt” (p. 123). Although clinical neuropsy- 
chology has taught us that quite restricted areas of cortex are 
necessary for particular mental operations, cerebral metab- 
olism studies suggest that quite broad territories are essential 
even for the most simple of tasks. 

The foregoing illustrates what Squire readily concludes: 
that the study of memory and brain has far to go (p. 24). It 
has gone farthest in defining systems that facilitate particular 
types of remembering, such as the reexperiencing of an event 
as distinct from the automatizing of a response. Although he 
insists too much on his own pet distinction between proce- 
dural and declarative memory, his book serves a much 
broader purpose than the propagation of a particular doc- 
trine. He introduces attempts to clarify memory at many 
different levels of analysis, from molecular to behavioral. 
Coordinating these levels is a task for the future. Squire pro- 
ceeds from his vantage points in human and primate neu- 
ropsychology in his first attempt to render coherent the 
loose-knit concept of memory “neuroscience.” The reader 
interested in what is currently held to be important in brain- 
based memory research could with advantage begin with this 
pleasantly written introductory text. 


MARCEL KINSBOURNE, M.D. 
Waltham, Mass. 


From Learning to Love: The Selected Papers of H.F. Harlow, 
edited by Clara Mears Harlow. New York, Praeger, 1986, 
334 pp., $55.00. 


This book is part of the Centennial Psychology Series, 
which has been especially designed for courses on the history 
of psychology. Each volume in the series focuses on one 
important contributor to the behavioral sciences. The behav- 
ioral scientist being honored in this volume is Harry Harlow, 
an extremely well-known creative, irascible, caring, pioneer- 
ing, driven psychologist whose work has dramatically af- 
fected the field of psychiatry in addition, of course, to psy- 
chology and primatology. This book was invited in 1980 and 
finally published’6 years later. 

There may be some interest in knowing what other scien- 
tists have been honored with volumes in this series. They 
include Anne Anastasi (Contributions to Differential Psy- 
chology), John J. Atkinson (Personality, Motivation, and 
Action), Raymond B. Cattell (Structured Personality Learn- 
ing Theory), William K. Estes (Models of Learning, Memory, 
and Choice), Hans J. Eysenck (Personality, Genetics and Be- 
havior), Irving L. Janis (Stress, Attitudes and Decisions), 
David C. McClelland (Motives, Personality, and Anxiety), 
Neal Miller (Bridges Between Laboratory and Clinic), 
Brenda Milner (Brain Function and Cognition), O. Hobart 
Mowrer (Leaves From Many Seasons), Charles E. Osgood 
(Language, Meaning, and Culture), Julian B. Rotter (The 
Development and Applications of Social Learning Theory), 
Seymour B. Sarason (Psychology and Social Action), and 
Benton J. Underwood (Studies in Learning and Memory). 

In the introductory part of the book there is a summary of 
the evolution of Professor Harlow’s research written by 
Clara Mears Harlow, his first and third wife. The basic bio- 
graphical information, which by itself will be interesting for 
psychiatrists, is interspersed with personal anecdotes. If you 
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don’t read ariy other parts of the book by all means read this 
section. 

The remainder of the book is basically a collection of re- 
prints of Professor Harlow’s more famous papers divided 
into sections entitled Learning, Discussion, Motivation, Af- 
fection, and Psychopathology. The sixth section of the book 
is an overview that contains‘a previously unpublished lecture 
on love and aggression given by Professor Harlow to the 
Kittay Foundation on October 31, 1976, and a reprint of a 
paper on psychopathological perspectives written by Me- 
linda Novak and Harry Harlow. 

If one would like to have easy access to a collection of 
Harry Harlow’s better-known papers, this is the book to 
have. There is no new information here other than the an- 
ecdotes in the beginning, but critical papers in each of the 
above areas are reprinted in one collection. The photographs 
are spectacular and liberal in number (about 140 figures, 
including many animal pictures), reflecting the high quality 
of the work of both Robert Sponholz and Bob Dodsworth. 
This book would never have made it without the efforts of 
Helen Leroy, who, in addition to Clara Mears Harlow, 
worked so hard to produce it. 

In my view, Harry Harlow’s work on attachment systems, 
on learning, and on motivation should be a basic part of re- 
quirements of every psychiatry residency. It forms an impor- 
tant part of a developmentally based psychiatry. He had a 
wonderful wit, a sense of humor, and a writing style that 
makes reading his works pleasurable as well as informative. 

As this area of our field now moves in a major way to build 
bridges to the developmental neurosciences in new and ex- 
citing ways, Professor Harlow would be pleased. Yet, he 
would be able to view overly reductionistic views of how 
behavior and neurobiology interrelate with a certain amuse- 
ment, irritation, and humor. Harry was not always fond of 
psychiatrists and often the feeling was reciprocated. I was 
one of the fortunate psychiatrists to have the opportunity 
(and challenge) of working with him for a time when he was 
productive on the interface of science and not content to do 
“me too” experiments. For this I will always be indebted. I 
urge my psychiatric colleagues to read as much of him as 
possible in the areas mentioned above and to incorporate 
more of his writings into our medical student and residency 
education programs, especially in child psychiatry. 

WILLIAM T. MCKINNEY, M.D. 
Madison, Wis. 


CREATIVITY 


Psychoanalytic Perspectives on Art, vol. 2, edited by Mary 
Mathews Gedo. Hillsdale, N.J., Analytic Press, 1987, 342 
pp., $34.50. | 


In the introduction to the first volume of Psychoanalytic 
Perspectives on Art (1), the editor writes that this publication 
“inaugurates not only a new journal but an entirely new 
species of art periodical. Until now,” she continues, “no pub- 
lication in the visual arts has addressed itself primarily to 
exploring the meaning of the work—its style as well as its 
iconography—as a reflection of its creator’s inner world.” 
Furthering this exploration, volume 2 focuses on nineteenth- 
century Impressionist and Post-Impressionist painting. 

Complementing recent quantitative empirical diagnostic 
studies of depression in artists, many of the authors in this 
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second volume examine the role of depression in the lives 
and works of the artists they cover. There are no statistics to 
persuade the skeptics, but I found these essays a welcome 
addition to the literature. For example, in the essay “Monet, 
Madness, and Melancholy,” Steven Z. Levine shows how 
“‘Monet’s own discourse on madness and melancholy begins 
in the surviving letters of 1864, his first year of substantial 
artistic work.” Levine suggests “‘a pattern of elation and de- 
pression going well back into Monet’s childhood.” 

In the essay “Two Self-Portraits by Berthe Morisot,” Beth 
Genné provides a careful visual analysis of these two works 
in the light of the artist’s letters and notebooks as well as 
accounts of her behavior. Citing evidence that the artist ex- 
perienced periods of depression, Genné perceptively reads 
one of these self-portraits as a reflection of Morisot’s “vul- 
nerable side—depressed and without confidence, saddened, 
and emotionally overwhelmed by the changes in her life.” 
The author documents that these two self-portraits, repre- 
ae contrasting aspects of the artist’s personality, were 
created by Morisot during a period of personal crisis. Since 
self-portraits are uncommon in Morisot’s oeuvre, this “‘case 
report” provides independent confirmation of Francis V. 
O’Connor’s thesis, presented in the first volume of Psycho- 
analytic Perspectives on Art (1), that the frontal self-portrait 
marks “points of transition and crisis in the life course of its 
creator.” O’Connor himself provides another confirmatory 
case report in this volume in his brief article entitled “True 
Grit: A Note on a Frontal Self-Portrait by Queen Victoria.” 

When reviewing Reinhold Heller’s book Munch: His Life 
and Work, Thomas L. Sloan shows how “melancholy in its 
numerous guises ... along with the personal vulnerabilities 
it exposes is an essential element of Munch’s personality and 
his visual language.” This book review and the companion 
piece by George Moraitis, together with a response by Hel- 
ler, provide a stimulating interdisciplinary exchange comple- 
menting the extensive essay on “Edvard Munch: The Cre- 
ative Search for Self,” by Lawrence and Elaine Warick. 

Regrettably, the very promising “‘interdisciplinary dia- 
logue” between the psychoanalyst John Gedo and the. art 
historian Theodore Reff on the art and life of Paul Cézanne 
did not turn out as intended. In the words of the editor, “this 
dialogue—consisting of two pairs of essays—soon derailed 
and turned acrimonious,” painfully revealing the hazards in- 
herent in this innovative interdisciplinary undertaking. 

Other articles in this volume include “‘Delacroix: A Study 
of the Artist’s Personality and Its Relation to His Art” by 
Jack J. Spector, “The Psychodynamics of Modernism: A 
Postmodernist View” by Francis V. O’Connor, ‘“Manet’s 
Empathy” by Joel Isaacson, “The Pathology and Health of 
Art: Gaughin’s Self-Experience” by Donald B. Kuspit, and 
“Thomas Eakiris and S. Weir Mitchell: Images and Cures i in 
the Late Nineteenth Century” by Norma Lifton. 

The essays in volume 2 differ markedly in scope, style, and 
length. They are all ambitious. They are not all successful. 
But taken together they have convinced me that Psychoana- 
lytic Perspectives on Art is a series worth reading. 
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The Creative Process of Psychotherapy, by Arnold Rothen- 
berg. New York, W.W. Norton & Co., 1987, 210 pp. 
$24.95, 


This book attempts to understand the process of psycho- 
_ therapy by comparison with the creative process. The author 
has had a longstanding interest in the process of creativity 
and, in fact, tells us in the introduction that he has developed 
an “interview focused on works in progress . . . with persons 
who by general consensus are considered to be creative.” He 
states, 


Starting the inquiry with the creative work and trac- 
ing psychological processes related to the production of 
that work increased the likelihood that any findings 
would be directly related to the creative process. I chose 
initially to carry out the research with literary creative 
persons because I knew literature fairly well and also 
because I suspected that factors in verbal creativity 
might be directly applicable to the verbal interaction of 
psychotherapy. (p. xiv) 


The only other description of this research comes from the 
statement that he interviewed more than 75 creative persons 
for “a total of more than 1800 hours.” On the other side— 
that is, psychotherapy—-he reports that he continued to prac- 
tice psychotherapy and “observed the therapeutic work of 
my colleagues and supervisees.” 

The contents of the book focus on the common elements 
and interactions in the two fields—the homospatial process 
(i.e., actively conceiving two or more discrete entities occu- 
pying the same space), the Janusian process (actively con- 
ceiving two or more opposites simultaneously), and the ar- 
ticulation process (the process by which the patient must 
actively adopt a new pattern of behavior). These and other 
types of thinking are linked to the elements of the classical 
models of psychotherapy, including empathy, insight, coun- 
tertransference, and paradox. Throughout the book Dr. Roth- 
enberg selectively and extensively provides examples from 
poets, playwrights, and artists as well as from family and 
individual therapists. | 

The author’s intent is to “show that psychotherapy shares 
many constituents with the creative processes in other fields 
such as the arts and sciences” and to help therapists become 
more creative (and, by implication, better therapists). Dr. 
Rothenberg is more successful with the former aim. Regard- 
ing the latter he states, 


As I have suggested throughout, creative activity is 
necessary to move the practice of psychotherapy into 
more efficient and effective directions. Moreover, the 
capacity to engage in such creative activity does not 
appear to be inborn, for either therapists or patients. 
The processes I have discussed have all already been 
employed and further learning is feasible. Although all 
have operated in outstanding and often dazzling accom- 
plishments in other creative fields, their increased appli- 
cation to psychotherapy will produce less tangible but 
no less important individual results. (p. 180) 


In my judgment, as he implies, this hope remains to be 
demonstrated. In part this is because, as of now, the field of 
psychotherapy research has not yet demonstrated that what 
is effective is creative or that what is creative is effective. 

This book will be of interest to those whose primary in- 
terest is in the study of classical psychotherapy. The writing 


Am ] Psychiatry 146:5, May 1989 


BOOK FORUM 


is often turgid and, in addition, it seems somewhat dated, as 
in the statement, 


In schizophrenia, as in other types of narcissistic dis- 
orders, there invariably is a preoccupation with perfec- 
tion and, because of primitive fusions and projective 
identifications, there is an inability to accept any lack of 
perfection in the therapist. (p. 166) 


IRA D. GLICK, M.D. 
New York, N.Y. 


The Life of My Choice, by Wilfred Thesiger. New York, 
W.W. Norton & Co., 1988, 459 pp., $25.00. 


The call of adventure has powerful sway over some men. 
Wilfred Thesiger has been drawn to some of earth’s least 
hospitable extremes by this unorthodox obsession. For more 
than half a century the author of The Life of My Choice 
pursued a nomadic existence through the most primitive re- 
gions of desert Africa. Thesiger, the son of a British diplo- 
mat, recounts his wanderings in vivid recollections, but the 
viewpoint is a bit unusual. The reader has an opportunity to 
share the aythor’s empathy with elemental social orders, but 
the main theme is Thesiger’s admiration for the unexpected 
generosity, intense interpersonal bonding, and raucous ritu- 
alism of isolated nomadic societies. 

A central pillar of the author’s character is fin de siécle 
British colonialism. He was born in 1910 in Addis Ababa, 
Abyssinia (later Ethiopia), where his father—descendant of a 
distinguished lineage of military and public patrons—was 
the highest ranking British minister. During this period Abys- 
sinia was gripped by brutal civil warfare, and Thesiger’s 
early childhood memories were heavily embossed by the pag- 
eantry of primitive warrior armies. He writes, “That day 
implanted in me a lifelong craving for barbaric splendor, for 
savagery and colour and the throb of drums, and... that it 
gave me a lasting veneration for long-established custom and 
ritual, from which would derive later deep-seated resentment 
of Western innovations in other lands, and a distaste for the 
drab uniformity of the modern world.” 

His father died in 1920, after the family had returned to 
England, leaving Thesiger in an alien world. The youthful 
expatriate found the patrician English environment incon- 
gruent with his experiences of untamed Africa. He had 
barely heard of cricket and was painfully rejected by his 
schoolmates. This early estrangement amplified itself in later 
life as a need for dependable and loyal relationships. He 
accurately charts this connection when he writes, “I have, 
however, been mostly content when I have established a 
close friendship with individuals.... Strangely, I have 
found this comradeship most easily among races other than 
my own.” 

After boarding school in Sussex, he attended Eton and 
then Magdalen College, Oxford. There he studied history 
and excelled in boxing, favoring the individual, primal chal- 
lenge over conventional team sports. His studies were col- 
ored by a romantic version of history rather than the indus- 
trial and economic emphases of the history curriculum. This 
is understandable, since as an impressionable young boy he 
had traveled through lands ruled by warriors and had wit- 
nessed feudal rituals that few, if any, outsiders had ever seen. 
Enthralled by the splendor of history, he relates, “I could 
visualize the first restless stirring among the tribes on the 
steppes of Central Asia, then the terrifying eruption of 
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hordes of unknown people: lurching, creaking wagons, un- 
kempt women and children, squat, slit-eyed men in padded 
garments, innumerable horses, felt tents, troops of mounted 
archers ever on the move. I saw them as a people honed by 
the sun and the wind to essential flesh and bone, accustomed 
since childhood to hardship, possessed of extraordinary mo- 
bility and genius for war.” 

He was invited in 1930 to Addis Ababa for the coronation 
of Haile Selassie; heir to the throne of Solomon and Sheba. 
Having known Haile Selassie as a childhood family friend, 
Thesiger venerated this African leader—to whom this book 
is dedicated—and nurtured a lifelong devotion to the destiny 
of Abyssinia. With Haile Selassie’s approbation he organized 
a hazardous journey into the Danakil tribal lands of northern 
Abyssinia to explore and chart the unmapped Awash River. 
Previous expeditions had been annihilated, but Thesiger 
found the risk in this faraway, unrelenting land wholly sat- 
isfying. He commented, “As I looked round the clearing at 
the ranks of squatting warriors and the small isolated group 
of my own men, I knew that this moonlight meeting in un- 
known Africa with a savage potentate who hated Europeans 
was the realization of my boyhood dreams.” 

World War II erupted while Thesiger was working as a 
civil servant on the Sudan frontier. He immediately volun- 
teered to fight with the irregular British forces. Assigned to 
Wingate—who would later achieve renown in Burma—he 
received a Distinguished Service Order while campaigning 
against the Italians in Abyssinia. Subsequently, he served 
with David Stirling’s extraordinary commando force and 
participated in long-range raids against Erwin Rommel’s Af- 
rika Korps in the vast Libyan Desert. 

After the war, Thesiger judged the exploration of Rub al 
Khali, the Empty Quarter of Arabia, the most important 
challenge of his life. Surrounded by a no man’s land of war- 
ring tribes, this enormous inviolate tract of desert had pre- 
viously been regarded as inaccessible (at that time no air- 
plane had successfully transnavigated the forbidding 
expanse). Thesiger spent 5 years in the Empty Quarter ac- 
companied by the Bedouin, eventually concluding that the 
hardships would have been pointless penance if not for their 
straightforward companionship. He grew to admire the 
struggle between man and the harsh, unforgiving exigencies 
of nature: “I knew I would not match them in physical en- 
durance but, with my family background, Eton, Oxford, the 
Sudan Political Service, I did, perhaps, think I would match 
them in civilized behaviour.” 

Thesiger’s travels and adventures rank in the legendary 
traditions of Sir Richard Burton and T.E. Lawrence. He has 
been awarded, among many other accolades, the Founder’s 
Medal of the Royal Geographical Society, Honorary Fellow 
of the British Academy, and Honorary Fellow of Magdalen 
College, Oxford. Two of his earlier books, Arabian Sands (1) 
and The Marsh Arabs (2), describe Thesiger’ s exploits afoot 
in Arabia and Iran in the same understated style found here. 
As a man serious about geography, he illustrates The Life of 
My Choice with carefully detailed maps. However, post- 
World-War-Ii nationalism has erased many of the nostalgic 
old names. Today there is no Abyssinia, French Equatorial 
Africa, Belgian Congo, or Tanganyika. (An armchair ex- 
plorer should be well-armed with current maps of the Horn 
of Africa to appreciate the true diversity of Thesiger’s 
wanderings.) 

Underlying the retelling of these arduous journeys on foot 
and camelback is his obvious love for a remote life, greatly 
dependent on the individual worth of loyal companions. He 
trekked in the traditions. of the past and, despite the preva- 
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lent imperialist fervor of the era, never attempted to change 
the people or the lands. He desired only to arrive before the 
intrusion of our ever-encroaching technological age. Al- 
though he spent his life in both worlds, he appreciated—far 
in advance of some current understanding—that the lessons 
learned in each are not directly translatable to the other. 

A psychiatrist will recognize the author’s limitations in 
exploring motives and emotions. He is at his best in action 
dramas, battle scenes, ritualizations, and primal lion hunts. 
What remains an enigma are the topics not addressed: The- 
siger reveals no desultory vices or great interest in sex; 
women are scarcely mentioned. The people he admires do 
not seek the trappings of Western civiliza tion or the pursuit 
of position, status, salary, or pension. The Life of My Choiċe 
is a study of purposeful single-mindedness at the expense of 
typical human temptations. As with many esteemed individ- 
uals, he has tailored his own narcissistic endeavors into so- 
cially sanctioned enterprises with great talent. 

The strength of Thesiger’s story is his introduction of the 
reader to people and lands that do not comfortably fit our 
perceptions of the twentieth century. Cast against a vanish- 
ing background of desert tribes, empty spaces, and formida- 
ble expeditions over parched escarpments where even camels 
collapse and die, Thesiger has found something of value in 
the ancient virtues of courage, endurance, and loyalty. Hé 
appreciates these convictions in remote, nomadic societies, 
and he decries their decline in our Western civilization. 

Today, at age 78, Wilfred Thesiger resides in a Chelsea flat 
in London, where he reminisces with Oxford friends and 
enjoys membership in The Travellers, a renowned adventur- 
ers’ club. Each year he ventures back to the Great Rift Valley 
and lives for several months in a mud-walled hut among the 
Samburu tribe of northern Kenya. 
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TEXTBOOKS 


The New Harvard Guide to Psychiatry, edited by Armand 
M. Nicholi, Jr., M.D. Cambridge, Harvard University Press, 
1988, 827 pp., $45.00. 


During the past 10 years since The Harvard Guide to 
Modern Psychiatry (1), the well-known predecessor to this 
book, was published, the information explosion has made it 
necessary for an editor of any textbook of psychiatry, other 
than an encyclopedia, to select critically the material to be 
presented and even then to prune it. The editor of this new 
Harvard guide, Armand Nicholi, has succeeded at this task. 
He has provided an informative and clinically meaningful 
textbook of psychiatry in less than 900 pages. It has an at- 
tractive format and is in print that is large enough to read. 

The New Harvard Guide to Psychiatry is organized co- 
herently. It consists of six major parts: Examination and 
Evaluation, Brain and Behavior, Psychopathology, Principles 
of Treatment and Management, Special Populations, and 
Psychiatry and Society. The 36 chapters are written by au- 
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thorities in their respective fields. Each chapter covers its 
topic in about 20 pages and, with only a few exceptions, each 
is well written. 

This volume has many strengths, including the quality of 
the information presented, the format, and the clarity of the 
writing. Importantly, it has clinical utility. In my opinion, the 
emphasis given to psychopathology is especially worthwhile. 
Section three, Psychopathology, includes chapters on person- 
ality, defense mechanisms, and basic psychopathology that 
merit attention. Also, the chapters in part five, Special Pop- 
ulations—children, adolescents, the elderly, the mentally re- 
tarded, the substance dependent, the chronically mentally ill, 
and those who are confronting death—are succinct and will 
increase students’, residents’, and clinicians’ understanding 
of these special groups. In part six, Alan Stone’s chapter 
“Psychiatry and the Law” is informative and interesting and 
will be valued by clinicians who, increasingly, are confronted 
by forensic issues. 

The weakness of the volume, which, generally, is a weak- 
ness of any multiauthored textbook, is that there is some 
variability in depth of information and clarity of writing 
from chapter to chapter. In addition, this excellent textbook 
would have benefited considerably by having a chapter de- 
voted to the family; in fact, I was surprised to find that the 
family is a somewhat neglected topic. 

I recommend The New Harvard Guide to, Psychiatry. It 
will be useful to students and residents as well as to psychi- 
atrists in clinical settings. In addition, it should be especially 
helpful to mental health professionals who are not psychia- 
trists inasmuch as it describes effectively what psychiatry is 
and how a psychiatrist can practice, teach, and study. 


REFERENCE 


1. Nicholi AM Jr: The Harvard Guide to Modern Psychiatry. 
Cambridge, Belknap Press (Harvard University Press), 1978 


JOHN J. SCHWAB, M.D. 
Louisville, Ky. 


Behavioral Counseling in Medicine: Strategies for Modifying 
At-Risk Behavior, by Michael L. Russell, Ph.D. New York, 
Oxford University Press, 1986, 322 pp., $29.95. 


This book is designed to provide a comprehensive back- 
ground of the counseling process with detailed instructions 
in techniques of interviewing, identifying problem behaviors, 
selecting goals, and developing behavioral profiles. The the- 
oretical principles of stimulus control, shaping, behavior 
substitution, positive and negative reinforcement, and pun- 
ishment are explained at length. Since this work is targeted 
for clinicians of all kinds, these preliminary considerations 
are quite appropriate, although this strictly phenomenolog- 
ical approach may be a little strange to those with strictly 
medical training. 

The later chapters of the book deal with techniques of 
mdintaining behavioral change and specific counseling areas. 
The chapter on nonadherence to medication regimens is par- 
ticularly good and should be required reading for all pre- 
scribing clinicians. Such common problem areas as nonad- 
herence to diets, noncompliance with physical activity 
instructions, and not stopping smoking are dealt with in de- 
tail with instructions for counseling provided in a stepwise, 
rather “cookbook” manner. The diet and weight control 
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chapters are particularly comprehensive and provide in- 
sights, case examples, and counseling strategies that should 
be helpful to anyone involved in patient management. 

It is currently fashionable to discuss “stress,” and this 
book is no exception. However, the chapter “Stress Manage- 
ment” contains little that is new. Desensitization by recipro- 
cal inhibition, relaxation training, and stimulus avoidance 
are the main techniques discussed. Finally, quite good guide- 
lines for referral for psychotherapy are presented. 

Overall this book is of limited practical value to the clin- 
ical psychiatrist. It is, however, educational, instructive, and 
well planned and provides us with insights as to what is 
actually going on when patients receive counseling during 
visits to théir family physician or internist. 


DAVID TINGLE, M.D., M.P.H. 
Gainesville, Fla. 


The Care of Patients: Perspectives and Practices, revised ed., 
by Mack Lipkin, M.D. New Haven, Conn., Yale University 
Press, 1987, 235 pp., $32.50; $11.95 (paper). 


The reader of this thoughtful and scholarly book will 
probably enjoy it and will readily perceive that it is written 
by an experienced clinician who cares for his patients and his 
profession. My reactions to the book were extremely positive 
as | considered its value to medical students and young phy- 
siciaris in the attitudes it shares about illness and the physi- 
cian-patient relationship and in its teaching ways of assessing 
patients and planning treatment. I was disappointed, how- 
ever, as a psychiatrist, by the small value Lipkin places 
on psychiatric interventions, whether psychotherapeutic or 
psychopharmacological. 

Lipkin’s presentations of the patient as a person, the roles 
and responsibilities of the physician, the physician-patient 
relationship, and the art of medicine are superb. He conveys 
the crucial importance of physicians’ caring for their patients 
and using well-developed interactional skills in exploring 
symptoms, concerns, and beliefs and in explaining, educat- 
ing, and “psychotherapy.” Observing that most physicians 
seem to assess their patients primarily to establish a physical 
diagnosis, he presents a comprehensive system of assessment 
that includes the etiological, the anatomic, the pathophys- 
iological, and the functional (including physical, psycholog- 
ical, and social facets). He also advocates a treatment plan 
that always includes physical, psychological, and environ- 
mental interventions and emphasizes that a careful estimate 
of the patient’s prognosis must be made before a rational 
treatment plan can be developed. 

Excellent sections of the book deal with ways of thinking 
about disease and illness, disease etiology (including a repu- 
diation of the “organic versus functional’” dichotomy), the 
truth-telling and life-prolonging roles of the physician caring 
for patients with life-threatening illnesses, the interpretation 
of laboratory data, and the use of consultants. Lipkin’s re- 
flections on the history of medicine in respect to etiology or 
causation of illness and ever-changing methods of treatment 
are both interesting and illuminating. Although the emphasis 
of the book is on patient care, his thoughts on observational 
bias and on decisions about which data to collect should be 
of value to young investigators. 

Most psychiatrist readers will be disappointed or will per- 
ceive the book as flawed because of what it says and what it 
does not say about psychiatry, psychotherapy, and psycho- 
therapeutic drugs. Although Lipkin sets forth “psycho- 


677 


BOOK FORUM | 


therapy” as one means through which physicians can care 
for their patients, he does little more than list suggestion 
(placebo), reassurance, ventilation, persuasion, and relax- 
ation as possible therapeutic interventions. He displays a 
clear-cut bias against psychoanalysis, devoting several pages 
to undercutting remarks. Moreover, his bias against all 
forms of formal psychotherapy (with the possible exception 
of behavior therapy) is quite perceptible. Strangely, he also 
presents all psychotherapeutic drugs in a negative light, not 
distinguishing between tranquilizers and antidepressants. 
Yet the power of Lipkin’s concern for the patient’s indi- 


viduality and his logical thoughts about the diagnostic pro- 
cess and treatment planning are so needed by medical stu- 
dents and residents that I wish this book were a required text 
for all introduction to clinical medicine courses. Failing that, 
I wish it were required reading in the first week of all junior 
psychiatry clerkships. Short sections of it would be very help- 
ful in courses in medical communication skills and in phys- 
ical diagnosis. 


ALICE DEAN KITCHEN, M.D. 
St. Louis, Mo. 


Reprints of Book Forum reviews are not available. 


ABPN Part I Written Application Deadline 


Applications for the 1990 part I (written) examination are currently being accepted by the 


American Board of Psychiatry and Neurology (ABPN). All applications must be received in 
the Board’s office no later than September 1, 1989. No application requests will be taken after 
August 30, 1989, The date for the 1990 part I examination is April 3, 1990. For application 
materials please contact Stephen C. Scheiber, M.D., Executive Secretary, 500 Lake Cook 


Road, Suite 335, Deerfield, Ilinois 60015. 
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Violent Crime Possibly Associated With Anabolic Steroid 
Use 


Sir: Harrison G. Pope, Jr., M.D., and David L. Katz, M.D. 
(1) recently drew attention to a high frequency of affective 
and psychotic symptoms in bodybuilders and football play- 
ers who have been taking anabolic steroids to increase mus- 
cle size and strength. In their study, gymnasiums in the 
United States were contacted with an offer of small payments 
for confidential interviews with users of steroids. Of the 41 
subjects located, 15 reported major psychiatric symptoms. 
The subjects routinely used doses 10-100 times higher than 
those reported in medical studies. We report a case in which 
the use of anabolic steroids in this fashion may have been 
associated with the committing of a serious violent crime. 


Mr. A was a 32-year-old Caucasian amateur body- 
builder who had been convicted of the second-degree mur- 
der of his common-law wife. Three months before the 
crime, he had started taking anabolic steroids on the ad- 
vice of friends at the gym, who had reassured him that 
there were no adverse effects. By his recollection, he had 
been taking “Dianabol,” 6 tablets a day orally, and half a 
vial of “Deca” by intramuscular injection once a week. 
(Dianabol is a methandrostenolone not formally available 
in Canada; six 5-mg tablets a day constitute a dose at least 
six times higher than advised. “Deca” is assumed to be 
Deca-Durabolin, or nandrolone decanoate; half a vial 
would be either 50 mg or 100 mg, depending on the prep- 
aration used, and the recommended interval between in- 
jections is 3—4 weeks.) About 4 weeks before the crime, 
Mr. A had become “hyper”: irritable, quarreling noisily, 
sleepless, and consuming increasing amounts of alcohol. 
On the night of the crime, both he and his wife had been 
drinking heavily. As she talked about her infidelities, he 
“snapped.” She was severely beaten and died of a subdural 
hematoma. There had been episodes of casual drunken 
violence before, but never like this. Testimony was intro- 
duced at the trial that he had become a changed man 
before his crime, but the use of steroids was not men- 
tioned. At the time of the crime, Mr. A’s severe abdominal 
pains were under medical investigation, but his physician 
did not know about the steroids. Mr, A had no significant 
previous psychiatric history and no previous criminal his- 
tory. Results of a mental state examination 6 months after 
the crime were unremarkable. 


The fact that consumption of alcohol was involved in the 
crime illustrates the difficulty of drawing firm conclusions 
from isolated case reports. The reported personality changes, 
including increased alcohol consumption, came after the use 
of steroids, and the degree of violence on this occasion was 
markedly different from that in previous episodes in which 
alcohol had also been implicated. 

It is important that the possible dangers of steroid use be 
stressed to athletes involved in strength and endurance 
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events, and physicians should be aware that these individuals 
may conceal steroid use. 
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Anxiety in a Patient During ari Unconsciously Experienced 
Earth Tremor 


Str: I should like to report the following case. 


Ms. A was a 44-year-old married woman with a history 
of agoraphobia with panic attacks whose condition had 
been monitored for the past 7 years. Her symptoms were 
held in check by psychotherapy and the use of clonaze- 
pam, 2.5 mg/day, and amitriptyline, 50 mg/day. One day, 
when the patient was at home washing her face, she sud- 
denly and unexpectedly experienced symptoms she had 
not had for years: anxiety, palpitations, and depersonali- 
zation, which she described as the feeling of “not being in 
my body.” She feared falling and crawled on her hands 
and knees into bed. To her utter disbelief, she felt much 
better minutes later; this was in distinct contrast with her 
past history. 

Later that day a friend with a history of agoraphobia 
who had no knowledge of what had transpired telephoned 
her to report that she had had a full-blown panic attack, 
the worst in years. The patient found this to be a “strange 
coincidence.” Both women had experienced the return of 
old symptoms at the same time that day, and both had 
promptly recovered. In the course of that evening, the pa- 
tient learned that an earth tremor had taken place at the 
exact time of her and her friend’s panic attacks. She felt 
immense relief because she was able to attribute the return 
of her symptoms to an external cause and did not have to 
fear the return of her ailment. The earthquake registered 6 
on the Richter scale, had its epicenter in the province of 
Quebec, and was felt all the way to Ontario, Michigan, 
and New York State. 


This case suggests the possibility that some patients with 
histories of agoraphobia with panic attacks are highly sen- 
sitive to gravitational changes. A slight earth tremor, even 
though consciously unknown to this patient, was registered 
in her body and experienced as anxiety. Vestibular distur- 
bances can evoke anxiety; a relationship between vertigo and 
agoraphobia was first proposed almost a century ago (1), 
and more recently it has been claimed that most “phobias” 
are rooted in inner-ear disturbances (2). A pilot study done 
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by Jacob et al. (3) found abnormal vestibular responses in a 
group of patients with histories of panic attack. Was the 
sequence of events reported here the result of a vestibular 
dysfunction in the patient, or was it, rather, a nonsignificant 
chance observation? 


REFERENCES 


1. Freud S: On the grounds for detaching a particular syndrome 
from neurasthenia under the description “anxiety neurosis” 
(1895), in Complete Psychological Works, standard ed, vol 3. 
London, Hogarth Press, 1962 

2. Levinson HN: Phobia Free. New York, M Evans, 1986 

3. Jacob RG, Møller MB, Turner SM, et al: Otoneurological ex- 
amination in panic disorder and agoraphobia with panic at- 
tacks: a pilot study. Am J Psychiatry 1985; 142:715-—720 


DANIEL TRAUB-WERNER, M.D., F.R.C.P.(C) 
Toronto, Ont., Canada 


Fluoxetine Treatment of a Depressed Patient Susceptible to 
Malignant Hyperthermia 


Sir: The pharmacologic treatment of major depressive dis- 
order in a patient susceptible to malignant hyperthermia 
presents a difficult: challenge for the clinician. Malignant 
hyperthermia, a rare familial hypercatabolic reaction asso- 
ciated with certain anesthetic agents (1), has also been 
reported in association with the use of many other medica- 
tions, including tricyclic antidepressants, monoamine oxi- 
dase inhibitors, haloperidol, atropine, sympathomimetics, 
and quinidine analogues (1, 2). An individual’s susceptibility 
to malignant hyperthermia is determined by demonstrating 
increased contraction of a skeletal muscle biopsy specimen in 
the presence of caffeine and/or halothane. 

One acknowledged use of the newer antidepressants is in 
treating certain patients who experience unfavorable side ef- 
fects with the older agents. In the following case report, flu- 
oxetine hydrochloride, an antidepressant with specific sero- 
tonin uptake inhibition that is chemically unrelated to other 
antidepressants (3), was used safely and effectively to treat 
a depressed adolescent who was susceptible to malignant 
hyperthermia. 


Anne, a 15-year-old white adolescent girl with biopsy- 
proven susceptibility to malignant hyperthermia, came to 
the inpatient unit with a several-month history of de- 
e mood, refusal to go to school, anorexia with 
weight loss, sleep disturbance, and self-destructive behav- 
ior. She had been treated for several years with phenytoin, 
240 mg/day, which at therapeutic blood levels had stabi- 
lized her partial complex seizure disorder associated with 
a left temporal EEG abnormality. Her initial score on the 
Childhood Depression Inventory (4) before treatment was 
20. 

Because of the patient’s susceptibility to malignant hy- 
perthermia and her family history of at least one death 
related to malignant hyperthermia, the use of traditional 
antidepressants was felt to represent a severe risk. There- 
fore, after both the legal guardian and the patient gave 
informed consent, a trial of fluoxetine hydrochloride was 
instituted at a dose of 20 mg every other morning. There 
was no evidence of tachycardia, cardiac arrhythmia, hy- 
perventilation, fever, skeletal muscle spasm or stiffness, 
cyanosis, or unstable blood pressure, which would have 
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suggested that a malignant hyperthermia event had been 
induced by the fluoxetine. After 1 week, the dose was 
raised to 20 mg/day and was maintained at that level. 
Clinically, the patient’s mood improved, with notably de- 
creased irritability and elimination of her suicidal ideation. 
Her scores on the Childhood Depression Inventory were 
11, 8, 5, and 10 after weeks 1, 2, 3, and 7 of treatment, 
respectively. After week 2 of treatment with fluoxetine, she 
was thought to hayé improved enough to be discharged 
from the hospital and have only weekly outpatient visits. 
The beneficial effects on her mood were niaintained 
throughout a 4-month follow-up, during which there was 
no evidence of malignant hyperthermia episodes or any 
other medication-related side effect. 


Despite a recent case report of the safe use of tricyclics in 
a patient susceptible to malignant hyperthermia (5), the life- 
threatening consequences of triggering malignant hyperther- 
mia reactions dictate caution. Although a single case report 
cannot provide definitive conclusions, our experience with 
this patient suggests that fluoxetine may be a safe and effec- 
tive alternative antidepressant for individuals susceptible to 
malignant hyperthermia. 
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Arm Cutting and Glucose Level in Depression 


Str: Cutting of the forearm is a common self-injurious 
behavior among depressed adolescents. In normal individu- 
als, such trauma results in hyperglycemia due to catechol- 
amines and other hormones released during stress (1, 2). We 
were surprised, therefore, by the following case. 


Jane was a 13-year-old postpubescent girl with psy- 
chotic depression. Her blood glucose level had dropped 
from 109 to 90 mg/dl 1 minute after she cut herself on the 
forearm during outpatient phlebotomy. Ten minutes later, 
her blood glucose had rebounded to 120 mg/dl. We de- 
cided to see if this effect could be reproduced in her de- 
pressed and euthymic adult relatives. 

Informed consent was obtained from the adolescent’s 
parents and aunt: a 47-year-old professional man who 
satished DSM-III criteria for current type II bipolar disor- 
der, his 47-year-old wife who satisfied DSM-III criteria for 
current major atypical depression, and the latter’s sister, a 
normal 44-year-old professional woman. The basal blood 
glucose level for each was within the normal reference 
range. 
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An initial specimen of peripheral venous blood was ob- 
tained from each person 4 hours after a meal and placed in 
a tube containing acid citrate dextrose. Each person then 
received a very superficial 1-cm incision on the forearm 
made with a number 15 surgical blade. In order to mimic 
self-cutting behavior, there was no preparation of the skin, 
nor was preparation necessary in the opinion of the Board- 
certified dermatologist who made the incisions. Postinci- 
sion blood specimens were obtained at various intervals of 
time for up to 18 minutes. Blood glucose was measured, by 
an enzymatic method using a spectrophotometer, immedi- 
ately after the blood specimens were obtained. 

Blood glucose levels dropped for 1-5 minutes after the 
incisions in the two depressed adults: from 107 to 89 mg/ 
dl in 1 minute in the man and from 116 to 98 mg/dl in $ 
minutes in the woman. As in the case of the female ado- 
lescent, glucose levels then rebounded to be slightly higher 
than baseline, rising from 89 to 120 mg/dl in 9 minutes in 
the man and from 98 to 118 mg/dl in 11 minutes in the 
woman. The blood glucose level in the normal woman, by 
contrast, rose from 90 to 142 mg/dl in less than 1 minute 
and maintained that level over the next 10 minutes. 


Hyperglycemia is the normal response to trauma. Bessey et 
al. (1) simulated the insulin resistance characteristic of post- 
traumatic metabolism by infusing nine healthy volunteers 
with cortisol, glucagon, and epinephrine. Brooks et al. (2) 
demonstrated posttraumatic insulin resistance by measuring 
decreased glucose uptake in the forearm of five patients with 
multiple trauma and comparing it with that of 21 healthy 
control subjects. We now report that cutting of the forearm 
initially produced the opposite effect in three depressive in- 
dividuals, and the rebound was attenuated compared to the 
postincision hyperglycemia in a normal control subject. Sev- 
eral studies (3-5) have suggested that insulin-resistant hyper- 
glycemia is characteristic of major depressive disorders. 
Thus, arm-cutting behavior in depressed adolescents may 
serve paradoxically to ameliorate insulin resistance associ- 
ated with their mood disorders. 
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Menstrual Cycle Phase-Related Appetite Dysregulation 


Sir: Birgitta Both-Orthman and associates (1) very rightly 
pointed out that appetite, disturbances associated with pre- 
menstrual syndrome (PMS) have received scant attention. 
However, we have noticed some major limitations in their 
otherwise sound and interesting study. The authors focused 
only on increase in appetite in their study. Moreover, they 
did not differentiate increase in appetite from craving for 
specific foods. Although craving for specific food items is an 
interesting observation, women with premenstrual syndrome 
may report increased, decreased, or normal appetite. In our 
sample of 12 women who met the DSM-III-R criteria for late 
luteal phase dysphoric disotder, increase in appetite was re- 
ported by five women, decrease in appetite by three, no 
change by one, and, interestingly, an irregular appetite (in- 
creased as well as decreased) by three women. Craving for 
specific foods was reported by these women irrespective of 
increase or decrease in appetite. 

We related these appetite changes to the subjects’ mood 
states by using the Premenstrual Assessment Form for Posi- 
tive Emotions (P. Chandra and S.K. Chaturvedi, unpublished 
paper, 1988). On studying the relationship between appetite 
changes and positive emotions (happiness, joy, and well- 
being), we found that mean happiness scores increased pro- 
portionately and significantly (p<0.01) with mean scores for 
increase in appetite. Similarly, decrease in appetite was di- 
rectly related to sadness and dysphoria (p<0.05), contrary to 
the observations of Ms. Both-Orthman and colleagues, who 
teported a significant relationship between dysphoria and 
increase in appetite. 

Although their study as well as ours confirmed appetite 
dysregulation during the premenstrual phase, the nature of 
the association reported by Ms. Both-Orthman and associ- 
ates appears artifactual. Researchers tend to draw wrong 
conclusions and make spurious inferences because they over- 
look an important variable in their study. For instance, it 
would be worthwhile to examine the correlations between 
decreased appetite and sadness or dysphoria as well as be- 
tween increased appetite and positive emotions in the sample 
studied by Ms. Both-Orthman and her associates. Premen- 
strual alterations in mood or appetite are quite variable and 
perhaps biphasic (2). Like different moods (2), different 
changes in appetite probably coexist during the premenstrual 
phase in the same individual. 
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PRABHA S. CHANDRA, M.D. 
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Correlates of Duration of Panic and/or Phobic Avoidance 
Sir: In a secondary analysis of a previous study (1), we 


sought to identify important characteristics or consequences 
that were correlated with the duration of panic and/or pho- 
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bic anxiety. Although the original study used only subjects 
with full-blown panic, this analysis included those with lim- 
ited symptom attacks as well. With 83 subjects having panic 
attacks and 32 demonstrating some phobic anxiety, the pow- 
ers for detecting a large {r=0.50) or medium (r=0.30) effect 
would be 99% and 88%, respectively; for those with panic 
and 91% and 52%, respectively, for those with phobic anx- 
1ety (2). The dependent variables included measures of panic 
frequency and severity (four variables), presentation to the 
health care system for panic (seven variables), depression 
(one variable), stages in agoraphobia development (three 
variables), severity and pervasiveness of phobic anxiety 
(three variables), and lag time between onsets of panic and 
phobic anxiety (three variables). Correlates with durations of 
phobic anxiety and anticipatory anxiety were sought for all 
of the subjects with phobic anxiety and for those with panic 
attacks as a subgroup. 

None of the measures of panic frequency or severity cor- 
related with any of the durations. None of the presentation- 
for-panic variables correlated with duration of either panic 
or anticipatory anxiety. Duration of phobic anxiety was cor- 
related with presentation to the emergency room (r=0.63, 
pxs0.025), presentation to paramedics (r=0.65, p330.025), 
and urgency of presentation (r=0.51, p=0.05). None of the 
durations was associated with depression, stages in agora- 
phobia, or severity/pervasiveness of phobic anxiety. The lag 
times between onset of panic and either phobic anxiety 
(c=0.71, ps0.05) or anticipatory anxiety (r=0.80, p=0.05) 
were significantly related to panic duration. As expected, the 
duration of phobic anxiety was significantly correlated with 
the durations of panic (r=0.57, ps0.05) and anticipatory 
anxiety (r=1.0, pan 001), although the latter two were not 
associated. 

Of the 63 posibi correlations between the three duration 
variables and the 2+ dependent variables, only five were sig- 
nificant at 30.05. These may indeed have been due to chance 
alone. If not, what are these significant correlations telling 
us? In general, durations of panic, phobic anxiety, and an- 
ticipatory anxiety are not related to panic characteristics or 
severity, development or severity of phobic anxiety, or de- 
pression. The association between panic duration and lag 
times may indicate that those most likely to develop phobic 
anxiety secondary to panic attacks are particularly sensitive 
to these attacks. Hence, if a panic sufferer is likely to develop 
phobic anxiety, he or she will do it early in the course of 
panic disorder. The relationship of presentation for panic 
and duration of phobic anxiety may indicate that agorapho- 
bic persons tend not to consult their physicians for panic 
attacks but instead suffer at home until a particular attack 
causes them extreme concern. They then overreact and either 
call the paramedics or go to the emergency room. Thus, the 
longer the duration of phobic anxiety, the more likely pa- 
tients are to present in this manner. | 
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Asking Patients About Symptoms of Multiple Personality 
Disorder 


Sir: In view of the fact that the standard psychiatric his- 
tory and mental status examination (1) does not include 
questions for eliciting symptoms of multiple personality dis- 
order (2), and considering that in the typical case, the mul- 
tiple personalities themselves have a camouflaged presenta- 
tion (3), the assumption of most psychiatrists that they have 
no such patients either under their care or in their studies is 
unfounded. How can we know whether we are seeing no, 
few, or many cases of multiple personality if we are not even 
screening for, let alone evaluating for, this disorder? 

Is multiple personality “extremely rare” (DSM-III) or 
“not nearly so rare as it has commonly been thought to be” 
(DSM-III-R)? While we await definitive data, it seems rea- 
sonable to bear in mind that the two main factors which 
interact to produce multiple personality—child abuse and 
what I like to call “high dissociability” (a high ability to 
dissociate, which is traditionally called “high hypnotizabil- 
ity”)—are each present in the history or cognitive style of at 
least 10% of the general population, meaning that the ex- 
pected prevalence of multiple personality would be 1% 
(10% x10%), making it about as common as schizophrenia. 

To readers who wish to find out for themselves, I suggest 
merely asking one additional question of the next 100 psy- 
chiatric patients that they interview (including old and new 
patients): Have you ever gone blank or had a memory gap, 
so that there were minutes or hours when you were not sure 
where you were and what you were doing? One must dis- 
tinguish true positive answers (indicative of psychogenic, dis- 
sociative, ammnestic episodes) from seizures or alcoholic 
blackouts, but the bigger problem will be false negative an- 
swers, which is why DSM-III-R omits amnesia from its di- 
agnostic criteria for multiple personality disorder. Multiple 
personality patients may deny having had amnesia (for the 
time during which an alternate personality was in control) 
because they fear that “losing” periods of time means that 
they are hopelessly crazy or because they have “amnesia for 
their amnesia.” Nevertheless, my own clinical experience 
with asking this single screening question leads me to predict 
that 1%—10% of the interviews will yield true positive an- 
swers and call for further evaluation. 

Psychiatrists, especially those with vast clinical experience, 
do not believe in anything that they have not seen with their 
own patients. And rightly so. I used to think that articles on 
multiple personality disorder were interesting but had noth- 
ing to do with the real world. Finally, however, I asked some 
of my most puzzling and frustrating patients a different sort 
of question, and when their positive responses prompted me 
to complain that they had not told me this before, they said, 
“Well, doctor, you never asked.” 
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KENNETH A. NAKDIMEN, M.D. 
New York, N.Y. 


Antidepressant Action of Crisis Seeking and Crisis Making 


Sır: Over the years in my clinical experience, I have come 
to see a subgroup of patients who thrive on crises. These are 
people who typically “rise to the occasion” in crisis situa- 
tions and do exceedingly well and also people who actively 
engage in creating chaos and crisis situations out of which 
they emerge “stronger and happier.” 

In the course of treating these patients who, indeed, are 
either crisis seekers, crisis makers, or combinations of both, 
it has become apparent to me that a disproportionate num- 
ber of them suffer from depressive illnesses: dysthymic dis- 
orders, major depression, atypical depression, and unipolar 
cycling. I have begun to speculate on the potential ‘“‘thera- 
peutic efficacy” of the crises with respect to the affective 
disorders. Many of these people subjectively report an im- 
provement in their symptoms both during and immediately 
following the crisis. One might hypothesize an influence, me- 
diated adrenergically, possibly on endorphin metabolism 
that “tredts” the biologically based depression. We could 
postulate that the response to the crisis results in a reinforce- 
ment through subjective improvement, which creates a sub- 
group of crisis seekers and/or crisis makers. This pattern, as 
maladaptive as it may appear, becomes a mechanism for 
inducing “‘self-healing.” I would be interested in hearing 
from other colleagues who have had similar experiences. 
This may represent just another example of neurotic symp- 
toms being primary and character pathology secondary. 


LEWIS BRODSKY, M.D. 
Tallahassee, Fla. 


Alcoholics’ Use of Benzodiazepines 


Sir: The critical review by Domenic A. Ciraulo, M.D., and 
associates (1) of alcoholics’ use of benzodiazepines for other 
than withdrawal detoxification failed to appreciate that ad- 
diction is a disease. This disease has signs, symptoms, and a 
chronic progressive course (2). I respect Dr. Shader and his 
work in psychopharmacology; however, as a psychopharma- 
cologist who works specifically with substance-addicted pa- 
tients, I feel compelled to comment on his group’s article. 

Using the words “putative liability” lulls the generalist 
into a false sense of security about alcoholic patients’ use of 
benzodiazepines. It is an oxymoron to consider “rational 
therapeutic decisions” about use of an addictive substance by 
an alcoholic/addict. It also belies therapeutic understanding 
of the recovery process. Again, to state that “245 (24.5%) 
were using tranquilizers in a way consistent with usual prac- 
tice” is an oxymoron. 

Dr. Ciraulo and associates did, fortunately, profess that 
“alcoholics as a group may be more susceptible to benzodi- 
azepine abuse.” But I fear this is too little too late. This idea 
would be similar to stating that a group of methadone main- 
tenance clients would be more likely to have illicit opiates in 
their urine! 

What is needed at the boundary of psychopharmacology 
and drug abuse treatment are studies using nonaddictive 
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medications and receptor antagonists in prospective trials 
that examine relapse and recovery among recovering addicts, 
either medicated or medication free, but not substituting one 
addictive substance for another. 

The concept that any physician can somehow rationally 
decide which alcoholic can safely use benzodiazepines is a 
logical impossibility to those of us actively involved in the 
ongoing treatment of substance addicts. To continue to per- 
suade ourselves that this may be possible is a disservice to 
substance addicts as a diseased population and propagates 
the lack of awareness of the signs and symptoms of addic- 
tion to the general physician and general psychiatrist. Fi- 
nally, it inhibits the pharmacology industry from more ag- 
gressively pursuing nonaddictive and antagonist medica- 
tions. By definition, for the substance addict there can be no 
“better benzodiazepine.” 


REFERENCES 


1. Ciraulo DA, Sands BF, Shader RI: Critical review of liability for 
benzodiazepine abuse among alcoholics. Am J Psychiatry 1988; 
145:1501-1506 | 

2. Kissin B: Alcohol abuse and alcohol-related illnesses, in Cecil 
Textbook of Medicine, 18th ed. Edited by Wyngaarden JB, 
Smith LH. Philadelphia, WB Saunders, 1985 


WILLIAM J. ANNITTO, M.D. 
Rancocas, N.J. 


Dr. Ciraulo and Associates Reply 


Sır: Dr. Annitto expresses the commonly held belief that 
alcoholics should never receive benzodiazepines. While we 
understand that somie may have had clinical experiences 
which support such a conviction, we believe that neither the 
literature nor our clinical experience justifies such an extreme 
position (1). Despite serious methodological shortcomings, a 
substantial body of literature suggests that alcoholics are at 
high risk for misusing and abusing benzodiazepines, but this 
does not mean that all alcoholics will abuse or misuse ben- 
zodiazepines. Only after psychotherapeutic and pharmaco- 
logical treatments have failed should the clinician consider 
treatment of:the anxiety disorder with a benzodiazepine. 

It is important to recognize that benzodiazepines have dif- 
fering potentials for abuse. While halazepam (1) has a lower 
potential for abuse than diazepam in alcoholics, alprazolam 
may have greater risk (2). Further, benzodiazepines differ in 
their effects on alcohol craving and consumption and in their 
ability to mimic the effects of ethanol. In animal models, for 
example, diazepam given during withdrawal increases etha- 
nol preference in rats, while chlordiazepoxide (3) and phe- 
nazepam (4) decrease ethanol intake. 

In our experience, similar differences exist in alcoholics who 
receive benzodiazepines. For some, diazepam will rekindle their 
alcohol “high,” while halazepam will not. Others have ob- 
served that chlordiazepoxide decreases craving for alcohol. To 
assume that all benzodiazepines have the same risk for misuse 
runs counter to a body of research evidence. 

Dr. Annitto states that we fail to appreciate addiction as a 
disease. We believe that the disease concept is a pragmatic 
abstraction but would disagree with those who suggest that 
the disease concept implies one etiology or a single treatment 
for all alcoholics. We agree with Pattison (5), who stated, 
“The question of whether alcoholism is to be considered a 


683 


LETTERS TO THE EDITOR 


disease is not at debate. Rather, the issue is whether alcohol- 
jsm is a unitary phenomenon or a multiyariant syndrome.” 

We agree with Dr. Annitto that research on psychophar- 
macological therapy in alcoholism should continue to ex- 
plore receptor antagonists and nonaddictive drugs. We remind 
him, however, that our paper did not support benzodiazepine 
maintenance therapy as a treatment for alcoholism. 

Dr. Annitto somewhat glibly disrnigses the possibility of a 
“better benzodiazepine,” yet it is likely that benzadiazepines 
with mixed agonist/antagonist activity will have even less 
potential for abuse than currently available agents. Further- 
more, the receptor antagonists that hold the most promise 
for reyetsing alcohol intoxication are benzadiazepines. 

In conclusion, we respect Dr. Annitto’s opinions, but find 
few data to support his position. In our ‘program at Tufts, we 
see a large number of anxiety disorder patients, many of whom 
also have a problem with alcohol. It is undeniable that many of 
these patients present to us with a combined addiction to alco- 
hol and benzodiazepines. On the other-hand, there are some 
who find that benzodiazepines relieve their anxiety so that self- 
medication with ethanol is no longer necessary. 

We too might use the analogy of the opioid abuser. Would 
Dr. Annitto withhold opioid analgesics from someone with 
cancer pain because that person once abused these drugs? 
We hope not. Is the pain of anxiety or panic any less real? 

We imagine that some will continue to deny a role for 
medications in the treatment of alcoholics because it does not 
conform with their beliefs about alcoholism, but we think 
the matter has been inadequately studied. 
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DOMENIC A. CIRAULO, M.D. 
BRIAN F. SANDS, M.D. 
RICHARD I. SHADER, M.D. 
Boston, Mass. 


Interview as Part of Medical Treatment 


Sır: Upon rereading my recent review of Psychiatry and 
the Cinema (1), J found that I presented unchallenged an 
important finding by the authors. Specifically, I echoed the 
authors’ conclusion that “when real medical treatments (e.g., 
medication, ECT, lobotomy, institutionalization, hypnosis) 
are part of the movie, they are used in coercive, inappropri- 
ate, ineffectual, manipulative, or exploitative ways.” The im- 
plication is that verbal exchange is not a real medical treat- 
ment. It is obvious to me that the interview is critical to and 
inseparable from medical care; good doctors assess cues and 
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verbal information given by the patient to arrive at a diag- 
nosis and treatment plan that may or may not include tests, 
hospitalization, drugs, or surgery. In fact, there is consider- 
able concern that physicians frequently neglect this phase of 
medical treatment. My inadvertent acceptance of this dichot- 
omy reinforces an unfortunate impression that psychiatrists 
are medical doctors only when they give drugs, order tests, 
and do surgery. 


REFERENCE 


1. Ferrante J: Book review, K Gabbard, GO Gabbard: Psychiatry 
and the Cinema. Am J Psychiatry 1988; 145:1601-1602 


JOAN FERRANTE, PH.D. 
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Diagnosis of Posttraumatic Stress Disorder 


Sir: The current approach to the diagnosis of posttrau- 
matic stress disorder (PTSD) is exemplified by the recent 
articles by Lawrence C. Kolb, M.D. (1) and Elizabeth A. 
Brett, Ph.D., and associates (2). Dr. Kolb explained that 
PTSD is a neuropsychological illness, the primary symptoms 
of which are due to a cortical neuronal change that subse- 
quently leads to loss of inhibitory control of lower brainstem 
structures, causing symptoms of intrusion and hyperarousal. 
He views various avoidance behaviors and affective distur- 
bances as being reactive to or restitutive of the primary phys- 
iological disturbance. I believe that DSM-III-R, in the rewrit- 
ing of the criteria to include three primary categories of 
reexperiencing, avoidance, and hyperarousal, went too far in 
embracing Dr, Kolb’s concept of the pathogenesis of PTSD. 
This concept is too narrow in light of the copious literature 
which supports the hypothesis that severe as well as norma- 
tive trauma has a major impact on the evolution and devel- 
opment ç of human personality (3-5). More important, if we 
recognize that delayed PTSD is a valid entity and not just an 
epiphenomenon of other major psychiatric illness (depres- 
sion or dementia) in a previously traumatized individual, or 
not just an exacerbation of a hitherto unrecognized subclin- 
ical malaise, a logical argument could be made that severe 
life-threatening stress has a primary effect on the personality 
structure of an individual. This may take the form of 1) 
disturbance of the sense of self, manifested by activation of 
primitive, unacceptable, intolerable aggression, 2) distur- 
bance of the capacity for basic trust in the abject, and 3) 
resulting impairment in’ the capacity for denial and opti- 
mism—a loss of the sense of invulnerability as. well as the 
sense of security vis-a-vis the object world. The interpersonal 
experience of these individuals. changes, and the ability to 
sustain healthy ambivalence’ in ‘relationships’ is’ marred. 
Symptoms—if they appear, when they appear, and the form 
they take—would then depend on the types of defense mech- 
anisms, of higher or lower order (6), that the ego mobilizes to 
cope with these primary psychological disturbances. After 
all, one could claim that the DSM-III-R symptoms of PTSD 
(e.g., intrusion, avoidance, and hyperarousal) which, from 
current estimates, appear in only about 15% of severely 
stressed individuals such as combat veterans are nonspecific 
and really no different from what might be seen in any anx- 
iety disorder, including obsessive-compulsive disorder, pho- 
bic disorders, etc. 

Thus, to head in the direction of conceptualizing PTSD 
primarily as a physioneurosis is, in my opinion, a bit prema- 
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ture, especially as we continue to learn more about the role 
of childhood trauma in the genesis of adult personality dis- 
orders. Dr. Brett and associates rightly pointed out the im- 
portance of examining the relationship of PTSD to character 
pathology. Notwithstanding the urgency imposed by foren- 
sic and financial (e.g., compensation) concerns to come up 
with reductionistic criteria, thére are ample clinical and re- 
search data to actually expand the diagnosis of PTSD to, 
perhaps, an axis I category while keeping the current axis I 
definition as is. A suitable model might be that of obsessive- 
compulsive disorder and the concomitant, although not nec- 
essarily related, obsessive-compulsive personality disorder. 
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DILIP RAMCHANDANI, M.D. 
Philadelphia, Pa. 


Dr. Brett and Associates Reply 


Sır: Dr. Ramchandani is concerned that with the creation 
of the hyperarousal symptom category, DSM-III-R “went 
too far in embracing Dr. Kolb’s concept of the pathogenesis 
of PTSD.” DSM-III-R does not endorse Dr. Kolb’s view of 
the relationship of the reexperiencing, avoidance, and hyper- 
arousal symptoms to each other. DSM-III-R merely gives a 
description of these three symptom clusters and asserts that 
they are found in PTSD. The creation of the hyperarousal 
category resulted from clarifying DSM-IIPs organization of 
symptoms. As we pointed out in our article, inspection of the 
symptoms in the miscellaneous category in DSM-III revealed 
that when symptoms which actually belonged in the reexpe- 
riencing and avoidance criteria were removed, what re- 
mained were symptoms of physical arousal. The creation of 
the hyperarousal category makes these symptoms appear 
more prominent than they were in DSM-III but does not 
represent a fundamental change in their conceptualization. 

Dr. Ramchandani presents an intriguing suggestion for an 
axis II PTSD defined by the effect on the personality of the 
experience of intense aggression, decreased ability to trust, 
and loss of the sense of invulnerability. The particular symp- 
toms exhibited by the individyal would depend on his or her 
ability to adapt to these primary effects of the stressor. Thus, 
Dr. Ramchandani is suggesting that PTSD be defined by the 
typical adaptive challenges a traumatic event poses to the 
individual, not by the resulting traits or symptoms. This is 
quite different from the DSM-III-R personality disorders, 
which are characterized by specific traits and behaviors. Such 
a PTSD would be more like the DSM-III-R adjustment dis- 
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order with its different clinical subtypes. The fact that the 
effect of trauma on personality can be so varied has made its 
conceptualization difficult. Dr. Ramchandani’s suggestion is 
worth consideration by the DSM-IV committee on PTSD. 


ELIZABETH A. BRETT, PH.D. 
New Haven, Conn. 

ROBERT L. SPITZER, M.D. 
JANET B.W. WILLIAMS, D.S.W, 
New York, N.Y. 


DSM-III Versus DSM-HI-R Criteria for Schizophrenia 


Sır: Wayne S. Fenton, M.D., and associates (1) have stated 
that the DSM-III-R criteria for schizophrenia are more re- 
strictive than the DSM-III criteria. We believe that their data 
show no difference between these two sets of criteria for 
schizophrenia. 

These authors studied 532 patients first hospitalized at 
Chestnut Lodge between 1950 and 1975. Although the au- 
thors did not say, we suspect that each of the 532 patients 
was thought to have schizophrenia when first hospitalized. 
Applying DSM-HI and then DSM-III-R criteria, Dr. Fenton 
and his colleagues found 182 and 164, respectively, of the 
532 study patients to be schizophrenic. They stated that all 
of the 164 DSM-III-R patients were among the 182 in the 
DSM-III sample {i.e., 100% agreement). The authors con- 
cluded that 10% of the patients defined as schizophrenic by the 
DSM-III criteria were excluded by the DSM-III-R criteria. 

Using the authors’ data and a 2X2 contingency table to 
test schizophrenia versus nonschizophrenia according to 
DSM-HI versus DSM-III-R criteria gives a chi-square, with 
Yates’ correction, of 1.24 (p=0.27). Using a 2x2 contin- 
gency table to test 182 of 532 patients versus 164 of 532 
patients gives a chi-square, with Yates’ correction, of 0.61 
(p=0.44). Both nonparametric analyses show no difference 
between the DSM-III and the DSM-III-R criteria for schiz- 
ophrenia. 

We suspect that the linear agreement between the DSM- 
HI-R and the DSM-III criteria for schizophrenia is an arti- 
fact of the study design. Perhaps a more promising assess- 
ment of descriptive validity would include sensitivity, 
specificity, and prevalence of items (symptoms, signs, and 
laboratory data) according to the scales (diagnoses) in which 
they are placed. In analyzing these parameters, the covaria- 
tion of the items with the scales would be an internal con- 
sistency (i.e., reliability) measurement (2, 3). 

The authors seem to have misused the Bonferroni principle 
of multiple comparisons. When you make multiple compar- 
isons using this principle, you divide 0.05 by the. number of 
tests employed to arrive at a new significance level (4). Since 
they did 14 tests, they should have used a significance level of 
0.0036 instead of 0.01. 

Dr. Fenton and associates stated that most of their 532 pa- 
tients suffered from severe and chronic schizophrenia. Since the 
DSM-III and the DSM-III-R criteria for schizophrenia defined, 
at most, 34% of the 532 patients as schizophrenic, we would 
like to know how they defined schizophrenia. 

Some of the findings in table 1 are puzzling. Means and 
standard deviations for age (27.9+8.0 years) were identical 
for the 164 patients who met the DSM-III-R criteria for 
schizophrenia and for the 18 who did not. Might this be a 
typographical error? Also, a mean IQ of 116 for the 18 
patients failing to meet the DSM-III-R criteria is most un- 
usual. We would not expect to find this mean value among a 
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group of college graduates. One would have to study a group 
of graduate students to find 4 mean IQ more than one stand- 
ard deviation aboye the mean. Mies this be an error in 
measurement? 

In the editorial review of this paper in the same issue of the 
Journal, Thomas E. Gift, M.D. (5) made no comment about 
the statistical analysis. 
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W.V.R. VIEWEG, M.D., F.A.C.P., F.A.C.C. 
P.L. HUNDLEY, PH.D. 

L.S. GODLESKI, M.D. 
Charlottesville, Va. 


Dr. Fenton and Associates Reply 


Sir: It is possible to test the significance of the difference in 
the proportion of subjects diagnosed as schizophrenic by 
DSM-HI and DSM-III-R criteria in our sample, but Dr. 
Vieweg and associates’ chi-square formats are incorrect. 
They applied indépendent-group 2x2 chi-squares (with N= 
1064 and 1410, respectively), but since the data are paired 
dichotomous (N= 532), the correct procedure is the McNe- 
mar matched-pait chi-square (1). The value of McNemar’s 
statistic for these matched-pair dichotomous data is 
= (18—0— 1)?/(18+0)=16.06, df=1, p<0.001. The differ- 
ence in the proportion of subjects diagnosed as schizophrenic 
by the two systems is statistically significant. Close reading 
of DSM-III and DSM-III-R reveals that the “linear agree- 
ment” between the two systems is definitional. Only the in- 
frequent patient whose illness began after age 45 can poten- 
tially meet the criteria of the latter without also meeting the 
criteria of the former. There were no such patients in our 
sample. 

Although etadi correct, the application of the Bon- 
ferroni inequality by Dr. Vieweg and associates has no bear- 
ing on our findings. Whether one uses the cutoff of 0.01 or 
0.0036, the condlusion is the same: DSM-III schizophrenic 
patients who met and failed to meet the DSM-III-R criteria 
are not significantly different in relation to the demographic, 
premnorbid, or long-term outcome variables studied. Our 
choice of the former cutoff is the statistical equivalent of 
giving DSM-III-R the “benefit of the doubt” (reducing type 
II error), but even with this benefit, no differences were 
found, These data are summarized in table 1 of our paper, 
which contains; no typographical errors. The precise 
mean+SD ages of the patients who did and did not meet the 
DSM-III-R criteria were 27.8720+7.9640 and 27.8889+ 
8.0065, respectively, but we would hesitate to use limited 
Journal space for routine presentation at this level of detail. 

The diagnostic heterogeneity of the Chestnut Lodge fol- 
low-up study sample (Dr. Vieweg and colleagues’ doubts 


686 


notwithstanding) has been described previously (2). Treated 
in a small, private tertiary care facility before the widespread 
availability of health insurance, the sample was largely ho- 
mogeneous in socioeconomic status (1.5, according to the 
Hollingshead-Redlich scale [3]}. The high 10s of our schizo- 

phrenic patients (mean=111) is consistent with their being 
the offspring of highly accomplished and/or affluent parents. 
It is interesting to note that the mean IQs for the unipolar 
(N=58) and bipolar (N=23) affective disorder patients in 
the sample were 123 and 120, respectively (4). We are often 
sadly reminded that high intelligence does not convey immu- 
nity to severe psychiatric disorders. 

Dr. Vieweg and associates’ comments raise general ques- 
tions about the role of statistics in nosologic research. When 
application of DSM-III and DSM-III-R criteria to our sam- 
ple demonstrated the latter to be narrower by 10%, we 
viewed this as a simple empirical result not requiring statis- 
tical elaboration. Whether the rate of schizophtenia defined 
by the two systems differs in a clinically (as opposed to sta- 
tistically) significant way will, of course, depend on the size 
and nature of the sample studied arid the utility of the diag- 
nosis. A follow-up study of autistic children as adults, or 
calculation of the national financial impact of schizophrenia, 
for example, would be affected substantially; evaluation of 
emergency room admissions over a month’s time, less so. 
Statistical tests can help inform common sense in research, 
but cannot be used as a substitute for it. 
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WAYNE S. FENTON, M.D. 
THOMAS H. MCGLASHAN, M.D. 
ROBERT K. HEINSSEN, PH.D. 
Rockville, Md. 


Minimal Cultural Experiences in Psychiatric Training 


Sır: I would like to commend Joel Yager, M.D., and as- 
sociates (1) for attempting to delineate minimal clinical ex- 
periences for psychiatric residents. Institution of such stand- 
ards would surely help us to develop well-rounded, 
competent psychiatrists. 

However, I would like to suggest that one category be 
added to their list in some kind of way. Although one socio- 
demographic variable (i.e., age) was included, it is curious 
that another broad sociodemographic variable (i.e., culture) 
was ignored. Over the past 15 years, despite training require- 
ments and recommendations that have repeatedly called for 
appropriate education in cultural psychiatry, in practice, psy- 
chiatric residency programs have fallen far short of this goal 
(2, 3). If the cultural variable is ignored in any proposed 
national standards for psychiatric training, this educational 
deficit is likely to remain, along with the ensuing compro- 
mised care of many cultural groups in the United States. 

How might the cultural. component be added to any na- 
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tional standards? In contrast to exposure to patients of dif- 
ferent ages, it may not be so easy to designate a certain 
number of exposures to patients from different cultural 
groups. One simple reason is that some programs may not 
have patients from a variety of cultural backgrounds because 
af local population variations. So while it may be ideal to 
designate that each resident have two long-term psychother- 
apy patients from each of our major ethnic groups—black, 
Hispanic, Asian, and white—that possibility may not be om- 
nipresent. Instead, the cultural requirements may need to be 
more general and be derived from the generic principles of 
education in cultural psychiatry (2, 3). If culture is thereby 
viewed broadly, to include racial, ethnic, religious, sexual, 
social class, and possibly even age factors, it may be easier to 
specify cultural clinical experiences. For example, each resi- 
dent might be required to have two long-term psychotherapy 
patients from cultural backgrounds very different from that 
of the resident. Psychotherapy is emphasized because of the 
influence of this more intense interpersonal experience on 
one’s values, countertransference, and stereotypes. Related 
requirements might be made for evaluation and other treat- 
ment modalities. 
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H. STEVEN MOFFIC, M.D. 
Houston, Tex. 


Dr. Yager and Associates Reply 


Sır: We are delighted that Dr. Moffic reminded us to add 
cultural issues to the process of developing national stand- 
ards for minimal clinical experiences. We have all been con- 
cerned that cultural diversizy and transcultural clinical expe- 
riences be part of every resident’s training activities. As Dr. 
Moffic points out, even though the nature of this experience 
will vary from program to program according to local con- 
ditions, the necessity of ensuring that all trainees have some 
supervised clinical experience with patients from other cul- 
tures and backgrounds should be an explicit part of any 
standard set of national expectations for training. 


JOEL YAGER, M.D. 

Los Angeles, Calif. 

JONATHAN BORUS, M.D. 

Boston, Mass. 

CAROLYN B. ROBINOWITZ, M.D. 
Washington, D.C. 

JAMES H. SHORE, M.D. 

i Denver, Colo. 


Trends in the Treatment of Depression 


Sir: The recent article by Darrel A. Regier, M.D., M.P.H., 
and colleagues (1) provided an informative overview of the 
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National Institute of. Mental Health (NIMH) Depression 
Awareness, Recognition, and Treatment Program. The ra- 
tionale for this educational program rests to a considerable 
degree on the Epidemiologic Catchment Area Program find- 
ing that large numbers of depressed persons go untreated (2). 
Although untreated depression is an issue of major clinical 
and public concern, data from the National Ambulatory 
Medical Care Survey suggest that the outpatient care of de- 
pressed patients has significantly increased in recent years. 

The National Ambulatory Medical Care Survey is a na- 
tional survey of physician activity conducted by the National 
Center for Health Statistics. Because the survey is confined to 
office-based physicians, it does not measure the care pro- 
vided by nonpsychiatrist mental health professionals or phy- 
sicians working outside office-based settings. Periodic mod- 
ifications in the diagnostic system also limit analysis of 
longitudinal trends. With these caveats in mind, the National 
Ambulatory Medical Care Survey found that the number of 
visits to psychiatrists for depression increased 77% between 
1975 and 1985 (3). Whereas there were 3.0 million visits to 
psychiatrists for depression in 1975 (19.6% of all visits to 
psychiatrists), the number grew to 5.3 million by 1985 
(29.4% of all visits to psychiatrists). The number of visits to 
internists for depression more than doubled during this time 
period (377,723 in 1975; 822,157 in 1985) (unpublished 
data from the survey). Although the outpatient treatment of 
depressed patients by general and family practitioners de- 
clined slightly between 1975 and 1985, it substantially in- 
creased as a percentage of total general and family practice 
visits (unpublished data from the survey). 

The source of the recent growth in outpatient treatment 
of depressed patients remains unclear. Perhaps this growth 
reflects an expanding public awareness of depressive symp- 
toms. The public may be becoming more knowledgeable 
about, depression and accepting of its treatment by health 
professionals. Increased professional interest may also be 
leading to greater recognition and therefore treatment. This 
may be particularly true in the general medical sector, where 
depression and other mental disorders commonly present 
as physical rather than psychological symptoms (4). If such 
changes are occurring, the NIMH Depression Aware- 
ness, Recognition, and Treatment Program will discover pre- 
existing momentum as it drives to increase the quality 
and availability of care provided to persons with depressive 
disorders. 
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Dr. Regier and Associates Reply 


Sir: We hope that Dr. Olfson’s optimism about improved 
treatment of depression is warranted, but we doubt that the 
data he quotes from the National Ambulatory Medical Care 
Survey prove that point. 

First, he quotes the percentage of psychiatric visits made 
by patients with a principal diagnosis of depressive disorder 
as increasing from 19.6% in the 1975 survey to 29.4% in the 
1985 survey. Those two surveys used different classification 
systems—-ICDA-8 and ICD-9-CM, respectively. An interme- 
diate survey in 1980-1981, which also used ICD-9-CM, had 
already found the increase from 1975, with 26.8% of psy- 
chiatric visits made by patients with a principal diagnosis of 
depressive disorder. These findings from the 1980—1981 sur- 
vey are presented in the publication Dr. Olfson referenced, 
but he did not mention them. As indicated in that publica- 
tion’s discussion of the three surveys, the findings suggest 
that the availability: of new categories such as major depres- 
sive disorder in ICD-9-CM may be responsible for the re- 
ported increase in depressive diagnoses in 1980—1981 and 
1985, as well as for the corresponding decrease in coding 
other categories such as neurotic disorders. In this context, it 
should be remembered that very large surveys like the Na- 
tional Ambulatory Medical Care Survey are not able to per- 
form independent assessments of the patients to verify the 
diagnoses reported by participating clinicians. 

Second, Dr. Olfson’s effort to infer information about 
treatment from survey data on diagnosis is not one we rec- 
ommend. The NIMH Collaborative Study on the Psychobi- 
ology of Depression has shown that patients with serious 
cases of depression are often not properly treated even when 
diagnosed (1). Underrecognition or misdiagnosis of affective 
disorders has been found in at least some specialty settings 


(2), in addition to the primary care facilities we reported in 
our original paper. 

Third, prior analyses of the 1980-1981 and 1985 survey 
data have demonstrated that a diagnosis of mental disorder 
is not strongly associated with the treatment provided. Anal- 
ysis of the 1980-1981 data found that in primary care, the 
majority of psychotropic drugs were prescribed without an 
associated diagnosis of mental disorder (3). These findings 
were confirmed by the 1985 survey data (unpublished 1988 
paper by D.B. Kamerow and A.A. Hohmann). 

For these reasons, we hesitate to accept Dr. Olfson’s view 
that patients with depression have been presenting more 
commonly for outpatient care, and we do not have any cred- 
ible evidence of a trend toward improved treatment. Obtain- 
ing these data for evaluating the effectiveness of the Depres- 
sion Awareness, Recognition, and Treatment Program is 
important, but we do not underestimate the difficulty of that 
task. 
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Correction 


The names listed below were inadvertently omitted from the Editor’s “New Year’s Greetings” 


(January 1989 issue, pp. 2-7), which is partially reprinted here: 


New Year’s Greetings 


“If men could learn from history,” remarked Samuel Taylor Coleridge, “what lessons it 
might teach us! But passion and party blind our eyes, and the light which experience gives is 
a lantern on the stern, which shines only on the waves behind us!” True enough, but in his 
moment of transient cynicism Coleridge overlooks the pleasures of reflective reminiscence— 
a pleasure in which the Editor annually indulges as the year comes to an end and another 
volume of the Journal is completed. Shuddering momentarily at the recollection of the 
myriads of manuscripts that have crossed his desk in seemingly endless procession, he soon 
remembers the hundreds of colleagues who, in selfless anonymity, have helped him in their 
Capacity as reviewers; and his spirits rise in the realization that the time has at last come to 
express his deep gratitude for their invaluable contributions to their profession and their 
Journal during the period from November 1, 1987, to October 31, 1988. 


Robert L. Arnstein, M.D. Jonathan E. Kolb, M.D. 
Frederick K. Goodwin, M.D. Bennett L. Leventhal, M.D. 
Paul N. Graffagnino, M.D. Allan F. Mirsky, Ph.D. 


Daniel R. Hanson, Ph.D., M.D. Arthur J. Prange, M.D. 
Leston L. Havens, M.D. Eric M. Reiman, M.D. 


Michael Irwin, M.D. Maj-Britt Rosenbaum, M.D. 


Michael Jellinek, M.D. 
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Roslyn Seligman, M.D. 
Monica N. Starkman, M.D. 
Peter E. Stokes, M.D. 
Fridolin Sulser, M.D. 

Ilza Veith, Ph.D., M.D. 
Andrew S. Watson, M.D. 
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Employee Assistance Programs and the Role of the Psychiatrist: 
Report of the Committee on Occupational Psychiatry 





This report was prepared by the Committee on Occupational 
Psychiatry! of the Council on National Affairs. It was approved by 
the Board of Trustees in December 1988. 





The 1984 “Report of the Task Force on Psychiatry and Industry” 
(1) urged psychiatrists to both examine their role and become in- 
volved in occupational settings. That report, which drew on the 
experience of the task force members and on the literature, at- 
tempted to acquaint APA members with potential roles for psychi- 
atrists in occupational settings and to identify some of the special 
considerations associated with moving psychiatry back into the 
workplace. The task force promised this second report, a report 
devoted exclusively to employee assistance programs (EAPs) and the 
role of the psychiatrist in this new model for the delivery of mental 
health services in occupational settings. 

The influence of EAPs, an increasingly popular way for employers 
to assist troubled employees, has expanded considerably (2-10). 
Both the number of programs sponsored by employers and the range 
of services included in these programs have grown rapidly. EAPs 
now influence the types and quality of mental health services avail- 
able to a significant segment of the nation’s work force, as well as 
how employees and their families gain access to these services. How- 
ever, few psychiatrists are currently involved in this rapidly growing 
and significant form of mental health service delivery, either in a 
part-time or full-time capacity (11). 

In its effort to determine the optimal role of the psychiatrist in 
EAPs and to promote the involvement of psychiatrists, in this report 
the Committee on Occupational Psychiatry first presents some back- 
ground information, focusing on the history and development of 
EAPs and on the need for EAPs and their potential cost savings to 
employers. The report moves on to the structure and function of 
EAPs and to the role of psychiatrists and some problems psychia- 
trists may encounter in their work in EAPs. In concluding, the com- 
mittee identifies some APA activities intended to increase the partic- 
ipation of psychiatrists in EAPs. 


BACKGROUND 
EAP History and Development 


Today’s EAPs grew out of the employee counseling movement 
that began at the turn of the century. The programs were initiated at 





1The committee included Duane Q. Hagen, M.D. (chairperson), 
Barrie S. Greiff, M.D., Alan A. McLean, M.D., Peter Boxer, M.D. 
(corresponding member), Daniel Amen, M.D. (corresponding mem- 
ber), Jeffrey Speller, M.D. (corresponding member), Peter L. Brill, 
M.D. (consultant), Leonard M. Moss, M.D. (consultant), and Lester 
I. Debbold, M.D. (APA/Burroughs Wellcome Fellow). 
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a few companies in the 1920s but gained little ground in the subse- 
quent two decades. Training in occupational mental health ex- 
panded somewhat during the 1950s, but it was not until the 1960s 
and 1970s that American business began once again to devote more 
attention to troubled employees (11). 

Employees experiencing problems with alcohol were the initial 
focus of the new EAPs. In 1970 the comprehensive federal Alcohol 
Abuse and Alcoholism Treatment and Rehabilitation Act required 
federal agencies and military commands to institute alcoholism pro- 
grams. The occupational programs branch of the National Institute 
on Alcohol Abuse and Alcoholism provided guidance and support to 
organizations willing to establish counseling programs for employ- 
ees experiencing problems with alcohol. Over time EAPs were ex- 
tended to include troubled employees whose work performance was 
affected adversely by a variety of personal problems, some of which 
were symptomatic of covert psychiatric illness (11). 

Approximately 2,000 EAPs were established in businesses in the 
United States between 1972 and 1982. By 1984 the total number 
had increased to 8,000 (12). More than half of the largest companies 
in the United States now operate EAPs, providing alcoholism serv- 
ices alone or in combination with clinical counseling and a variety of 
other services for troubled employees (8). 

The December 1987 issue of Eco-Facts, the newsletter published 
by APA’s Office of Economic Affairs, contained the findings of a 
survey of 293 companies of various sizes and industry types con- 
ducted by Hewitt Associates to elicit prevailing patterns of mental 
health benefits and company-sponsored EAPs (13). As of June 1986, 
nearly half of the companies had EAPs, and over one-third had been 
implemented since the beginning of 1984. The average usage rate 
was 6% for first-year EAPs and 7% in succeeding years. Asked to 
indicate their most important reason for providing mental health 
coverage, 37% of the companies cited “moral obligation,” 35% 
cited “competitive practice,” and 15% indicated “cost management 
for over-all medical plan.” Also identified were “employee demand” 
(6%), “part of medical plan” (4%), and “employee productivity” 
(1%). 

Nearly all (99%) of the EAPs in the companies surveyed by Hewitt 
covered substance abuse. The percentages for other conditions were 
as follows: mental and nervous disorders, 92%; marital and family 
discord, 91%; stress, 83%; financial problems, 81%; legal prob- 
lems, 72%; job performance, 69%; eating disorders, 63%; termi- 
nation, 33%; and retirement, 28%. Psychiatrists were the practi- 
tioners most frequently eligible for reimbursement; 98% of the 288 
reporting plans reimbursed psychiatrists (13). 


The Need for EAPs and Their Potential Cost Savings 


A troubled employee can be defined as an individual whose work 
performance is impaired by personal problems, including conflicts 
with supervisors, peers, or subordinates; absenteeism; substance 
abuse; family or marital discord; and financial or legal problems. In 
a significant number of instances, these personal problems are symp- 
tomatic of an undiagnosed psychiatric disorder (11). 

The few studies reported in the literature, some of which suffer 
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from poor experimental design, improper sampling techniques, and 
inappropriate statistical analysis, indicate that 10% to 25% of the 
actual work force suffer from personal problems, overt or covert 
psychiatric illness, or both (11). Follmann (14) cited several specific 
findings: 1) a large insurance company which underwrites employee 
disability insurance reported that 5.7% of all long-term disability 
claims were submitted by employees suffering from mental disor- 
ders, 2) the National Center for Health Statistics reported that a 
significant percentage of the working population exhibit psycholog- 
ical symptoms, and 3) in a study conducted at Cornell University, the 
potential for emotional instability among industrial workers was 
estimated to be between 20% and 25%. 

Carr and Hellan (15) found that 10% to 12% of the work force 
in the United States experience serious personal problems and that a 
significant number of these workers suffer from alcoholism or other 
chemical dependence. Kuzmits and Hammons (16) estimated that 10 
million workers suffer from the effects of alcohol abuse or depen- 
dency. In addition, they cited a 1971 survey by the National Indus- 
trial Conference Board of New York, which found that 53% of 222 
employers reported drug use among their employees. 

It is difficult to gather reliable empirical data on the overall eco- 
nomic cost of troubled employees to their employers. The results of 
cost-effectiveness studies of EAPs are inconclusive, yet a variety of 
studies have demonstrated net cost savings. The authors of one study 
(17) reported a 52% improvement in attendance among troubled 
employees of Kennecott Copper Corporation who had sought help 
for their personal problems from the company’s EAP counselor. 
Work compensation and health care costs for the employees de- 
creased by 74.6% and 55.4%, respectively. 

Cost savings also have been demonstrated in controlled studies of 
utilization of medical benefits by employees with access to EAPs 
(18). The Gates Rubber Company saved approximately $56,000 one 
year when medical visits to the company clinic fell 43% (19). Other 
companies have reported a 46% decrease in sickness disability pay- 
ments, a 39% decrease in disability payments, and a 52% reduction 
in grievances and disciplinary actions for employees in their respec- 
tive EAPs (20). These data are consistent with studies that show a 
decreased use of medical services after mental health interventions. 
Jones and Vischi (18), in their comprehensive review of 22 studies, 
some in occupational settings, reported a general decline in the use 
of general medical services after mental health intervention. The 
decline ranged from 5% to 85%. 

Walsh (21), in a discussion of the employer’s responsibility to 
sponsor counseling for troubled employees, asked if employers are 
responding to a bandwagon effect with regard to initiating EAPs. 
Leonard Moss, M.D., presenting the view of APA’s Task Force on 
Psychiatry and Industry at the workshop “Role of Psychiatrists in 
EAPs” (140th APA annual meeting, 1987), emphasized that well- 
conceived, effective mental health services for troubled employees 
benefit both employer and employee. He added that coping with 
personal and family problems endemic to the human condition may 
be the individual’s responsibility but that when work-related stress 
plays a role in the genesis or exacerbation of such problems, man- 
agement needs to be aware of it and provide assistance. 


STRUCTURE AND FUNCTION OF EAPS 


Employee assistance, or employer-sponsored counseling for trou- 
bled employees, has become accepted management practice in most 
of the nation’s largest work organizations. Employers provide some 
form of confidential counseling to employees for personal problems 
that might influence their ability to work effectively. To manage 
employees with deteriorating work performance, confidential coun- 
seling on personal issues and personnel policies are integrated. Fre- 
quently, employee assistance personnel make decisions regarding 
medical disability, the adequacy of outside treatment, and employee 
readiness to return to work. Management at times relies on the 
employee assistance function to help manage the human aspect of 
organizational change. 
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Structure 


An EAP is either internal or external to its sponsoring organiza- 
tion (22). An internal EAP is part of the personnel or medical de- 
partment of the work organization. Generally, full-time in-house 
professionals staff an internal EAP. According to a survey by Lewis 
of 68 Chicago businesses with EAPs, 78% had internal programs 
(23). 

An external EAP, a free-standing organization, provides services 
to a sponsoring organization on a contractual basis. Responding to 
the increasing demand for employee counseling, several kinds of 
organizations have begun to offer EAPs to industry. These include, 
among others, consulting firms, physician groups, hospitals, com- 
munity mental health centers, and family service agencies. It is esti- 
mated that more than 100 consulting firms offer EAP services (24). 
Smaller employers often join a consortium of other companies to 
contract as a group with a single EAP to provide counseling services 
for their employees. 

Vendors also offer management program development and imple- 
mentation services in addition to services designed to help the em- 
ployee. These include consultation on developing company policies 
and procedures, shaping a program to fit organizational needs, and 
training supervisors in the use of the program. 

Programs to provide employee assistance vary considerably in the 
types of problems addressed, the formality of policies and proce- 
dures, the locus of the program in the medical or personnel depart- 
ment or in an outside contractor group, program staff, and the use 
of outside treatment resources. Nonetheless, a basic EAP model 
emerges. Of major importance is that many of these programs are 
now serving a gatekeeper function, providing case management and 
directing services on a preferred provider basis, often excluding psy- 
chiatrists. When psychiatrists are excluded from these programs, 
there is a significant risk of inadequate assessment, inaccurate diag- 
nosis, and unnecessary or harmful treatment. 


Function 


Troubled employees come to the attention of EAP professional 
staff through either self-referral or referral by management on the 
basis of impaired work performance. A “coordinator” is available to 
employees to define the nature of an employee’s problems and to 
recommend to the employee appropriate resources for assistance. 
Coordinators may perform a triage function only, evaluate the pre- 
senting problem, or even provide short-term counseling and then 
refer the employee for further assistance, if necessary. The coordi- 
nator also serves as a liaison between employee and community 
resources and between employees and management. The role of the 
coordinator is critical to the outcome of the employee assistance 
process. The initial assessment of the employee’s problem may be 
performed by in-house staff, a vendor group, or a professional in the 
community; regardless, the background and professional training of 
the coordinator influences the perception and evaluation of the em- 
ployee’s problems and the referral for further assistance. 

Acknowledging employees’ fears that their personal problems 
may become known to others in the organization, most EAPs con- 
sider confidentiality as necessary for program success and maintain 
separate records on their clients. To handle specific problems that 
call for coordination with supervisors or others in the organization, 
the employee signs a release-of-information statement (11). Of the 
68 Chicago companies surveyed by Lewis (23), 70% indicated that 
they received reports on an employee’s cooperation and overall 
progress only after the employee had signed such a statement. 

Most EAPs provide one of four categories of services: alcohol and 
substance abuse, information and referral, executive and employee 
counseling, and comprehensive. The services offered by the EAPs in 
the 293 companies surveyed by Hewitt (13) were as follows: off-site 
counseling through a private provider (64%), short-term outpatient 
counseling (53%), employee assessment and referral only (43%), 
on-site counseling (employer-based) (34%), inpatient hospitaliza- 
tion (26%), and long-term outpatient counseling (18%). 

As indicated, alcohol and substance abuse programs have the 
longest history. Even today, a significant percentage of the troubled 
employees who consult EAPs present alcohol or other substance 
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abuse as their problem (22, 25). Frequently, persons recovering from 
alcoholism who have strong ties to Alcoholics Anonymous operate 
alcohol and substance abuse EAPs (21, 26). 

Information and referral services may take a broader approach to 
employee assistance and may refer clients to a wide variety of re- 
sources covering legal, financial, housing, family, marital, alcoholic, 
and psychiatric problems. Some EAPs refer employees only for psy- 
chological needs. Often, more than half of the employee requests to 
information and referral programs are handled over the telephone 
(11). 

Executive and employee counseling programs contract with orga- 
nizations to provide a fixed, maximum number of counseling ses- 
sions per employee. Employees in need of more extensive counseling 
or psychotherapy are referred to outside professionals. Executive 
and employee counseling programs deal with all forms of emotional 
and personal problems appropriate to the counseling mode. They 
provide short-term psychotherapy and offer help for specific and 
readily responsive problems. Employees with alcohol and substance 
abuse problems are referred to residential or outpatient treatment 
agencies (11). 

The comprehensive EAPs focus on prevention as well as a full 
range of employee problems and, consequently, employ a multidis- 
ciplinary professional staff geared toward viewing an individual 
from various perspectives. Comprehensive EAPs usually offer pre- 
vention programs on stress management, wellness, and nutrition in 
addition to the more traditional assessment and treatment services 
(11). 

The present atmosphere of organizational transition and the es- 
calating costs of mental health care are motivating employers to 
reassess both the cost-effectiveness of EAPs and their function within 
the organizational development plan. A “proactive” approach to the 
redesign of EAPs is emerging. Employers look to the employee as- 
sistance function to help realize specific organizational goals: 1) pro- 
viding humane management of job insecurity and job loss associated 
with work force reduction and organizational restructuring, 2) buff- 
ering the extraordinary pressures of major organizational change 
and maintaining the stability of the surviving organization after 
change has occurred, 3) achieving cost benefits from prevention and 
early intervention in development of work/stress-related physical 
and emotional disorders, and 4) controlling mental health care costs 
by redesigning the benefits and services available both in-house and 
in the community. 


THE PSYCHIATRIST’S ROLE 


In its 1984 report, the Task Force on Psychiatry and Industry 
considered the question of the optimal role of the psychiatrist in 
EAPs. Recognizing that no two programs or settings are identical, 
the task force concluded that there is no single role for the psychi- 
atrist and identified important facts about EAPs which must be con- 
sidered: 1) the model program identifies individuals with a broad 
mixture of problems, some of which are serious or even life-threat- 
ening, 2) the task of confronting an individual with serious questions 
about job performance or job security needs to be approached with 
great sensitivity to both the individual and the situation, and 3) 
decisions about the referral of clients to appropriate resources must 
be considered carefully. 

The task force acknowledged the role other disciplines play in 
EAPs and encouraged psychiatrists to become familiar with the skills 
and capabilities of these other mental health professionals. The task 
force also noted, “Sometimes well-meaning individuals who are not 
medically qualified and who are working with EAPs make major 
medical and treatment decisions for which they lack adequate back- 
ground—with possibly serious consequences.” The New York State 
Council on Alcohol Problems issued a position paper on EAPs, in 
which it also expressed concern about the qualifications of all EAP 
professionals to provide treatment, noting that credentialing in the 
EAP environment is not as stringent as in the treatment community. 

Brill et al. (11) noted that most EAP staff have earned either a 
bachelor’s or a master’s degree in a mental health discipline, such as 
counseling psychology, clinical social work, or nursing. Lewis’s Chi- 
cago-based study (23) found that 30% of EAPs are managed by 
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individuals with bachelor’s degrees and 65% by persons with mas- 
ter’s degrees. Psychiatrists were responsible for less than 1% of all 
employees covered. There is reason to be concerned that without the 
medical training and expertise of psychiatrists, EAPs risk missing 
significant medical and psychiatric illnesses. In Koranyi’s study of 
more than 2,000 psychiatric clinic patients (27), he found that 43% 
of the patients had major medical illness, and 10% had medical 
illnesses that accounted totally for their “psychiatric” symptoms. 
Koranyi also reported that psychologists and social workers missed 
these illnesses 50% more often than did psychiatrists. 

On this basis, the Task Force on Psychiatry and Industry consid- 
ered psychiatrists to have a crucial role in determining how to make 
EAPs as effective and as sound as possible. They stated that it is 
appropriate and advisable for psychiatrists to be involved in plan- 
ning the EAP to assure the necessary backup and that the confiden- 
tiality policies pertaining to program users should be clear and 
explicit. 

Minimally, every program requires a psychiatric consultant whose 
supervisory involvement is sufficient to assure that client needs are 
served optimally (1). 

Additionally, psychiatrists can serve a useful role in the selection 
and orientation of the program coordinator, can be available on an 
ongoing basis to assist the coordinator in the assessment of difficult 
cases, and can ensure that clients are referred to resources which will 
provide optimal help or treatment for their problems. The task force 
stated that psychiatrists can and should go further by developing 
educational materials for the training, skills development, and sup- 
port of occupational health professionals (1). 

Brill et al. (11) reported that the literature contains little informa- 
tion on the role of the psychiatrist as a specific and integral part of 
an EAP. They included and discussed case illustrations from their 
experiences in establishing and operating a comprehensive external 
EAP, conducting research on mental illness in the workplace, con- 
sulting to industry and government EAPs, and providing clinic serv- 
ices to employees who are emotionally disturbed. On the basis of 
their collective experience, they identified a variety of roles the psy- 
chiatrist can assume in an EAP, a few of which the Task Force on 
Psychiatry and Industry specified in its 1984 report. 


The Psychiatrist as Clinician 


In the role of full- or part-time clinician, the psychiatrist performs 
evaluations, provides short-term psychotherapy, and refers clients to 
outside agencies for more intensive treatment. The psychiatrist 
works in this role to ensure that the troubled employee obtains 
competent triage, disposition, and treatment where indicated. It is 
particularly important that the psychiatrist-clinician determines 
whether a psychopathology underlies the more common legal, fi- 
nancial, or marital complaints a troubled employee presents. 

As a physician, the psychiatrist is the only member of the team 
who is fully trained and qualified to distinguish medical from psy- 
chiatric illness and also is most qualified in the complex task of 
diagnosing psychiatric problems that may be determining factors in 
dysfunctional behaviors in the workplace. Along with these unique 
skills, the psychiatrist understands the underlying individual, family, 
and group dynamics that are important determinants in formulating 
an effective treatment plan in any given case. 

Other duties of the psychiatrist in the role of clinician include 
conducting psychiatric examinations to determine fitness for duty or 
specific assignments, eligibility to receive medical disability pay- 
ments for psychiatric reasons, and need for psychotropic medica- 
tions. To avoid the appearance of a conflict of interest, troubled 
employees who require further counseling usually are not referred to 
the psychiatrist’s own outpatient practice. 


The Psychiatrist as Supervisor and Educator 


In the role of clinical supervisor, the psychiatrist oversees the clin- 
ical work of nonphysician mental health professionals and clinical 
counselors. Frequently, the psychiatrist meets with other EAP staff to 
review cases presenting difficulties and to provide guidance, advice, 
and support to those managing such cases. Whenever necessary, the 
psychiatrist meets with an employee to obtain firsthand knowledge 
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of a case, but the final disposition usually is left to the EAP coun- 
selor. Psychiatrists understand the medicolegal obligations of case 
supervision and can help design the case management process to 
optimize assessment and staffing functions so that troubled employ- 
ees get the best care and members of the staff get proper supervision 
and opportunities for education. 

In the role of educator, the psychiatrist conducts in-service semi- 
nars and case conferences for the EAP and staff. These seminars and 
conferences focus on increasing the staff’s sophistication in recog- 
nizing the signs and symptoms of mental illness and their knowledge 
of its course and treatment. Another purpose of the seminars is to 
teach managers and supervisors to judge how and when to refer 
employees to an EAP. Seminars also may address more general top- 
ics, such as stress management, marital disharmony, adolescent drug 
abuse, personal financial management, career development, alcohol- 
ism, and primary prevention and mental health promotion in the 
workplace. 


The Psychiatrist as Administrator 


As administrator, the psychiatrist works to maintain the quality of 
services provided to troubled employees. This involves grappling 
with the management concerns of budgeting, payroll, accounting, 
finances, long-range planning, marketing, clinical program develop- 
ment, and personnel. For example, Dr. Peter Brill, Director of the 
Center for Study of Adult Development, a comprehensive external 
EAP, is responsible for structuring client evaluations, referring and 
tracking clients, training employees and supervisors, and generating 
program material. He also supervises the work of other EAP staff, 
including the psychiatrist responsible for the day-to-day clinical su- 
pervision of the program’s counselors and administrative and man- 
agement staff. As director, Brill also oversees the administrative tasks 
of payroll and general accounting, budgeting and forecasting, finan- 
cial and strategic planning, recruiting, and hiring. 


The Psychiatrist as Organizational Consultant 


The psychiatrist, by virtue of his or her expertise in intrapsychic, 
interpersonal, and systems issues, is in an excellent position to con- 
sult with middle and senior management about their interpersonal 
and organizational problems. One example of how the psychiatrist 
might function in this role is the psychiatrist who helps an organi- 
zation adjust to the loss of a respected senior executive by fostering 
an appropriate mourning process and thereby facilitating a 
smoother transition between administrators. Other functions of the 
psychiatrist at work in this role include helping senior management 
staff to better understand their own limitations and the ways in 
which they can avoid introducing their own intrapsychic conflicts 
into the workplace and helping middle and senior managers in in- 
dustry to examine their organizational culture and work practices 
with the goal of improving employee productivity and job satisfac- 
tion. The latter, in turn, benefits the mental and physical health of 
employees. 


PROBLEMS PSYCHIATRISTS ENCOUNTER IN EAPS 


One of the problems a psychiatrist encounters in an EAP concerns 
confidentiality. The psychiatrist is employed to protect the interests 
of both the patient/client and the organization. This requires the 
psychiatrist to balance constantly the patient/client’s need for con- 
fidentiality against the organization’s need for information that will 
assist it in the proper management of employees. 

Remuneration emerges as another problem area. The psychiatrist 
who works as an EAP clinical consultant frequently is reimbursed at 
an hourly rate far below that usually provided for individual psy- 
chotherapy conducted in private practice. Even a psychiatrist who 
is an organizational consultant is rarely reimbursed at a rate com- 
mensurate with that provided to private practitioners of individual 
psychotherapy. 

A third problem area relates to conflicting goals within the orga- 
nization. The psychiatrist consultant is called on to manage conflicts 
between the medical department, which is concerned about the pa- 
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tient’s clinical status and needs, and the personnel department, 
which is concerned about treatment costs and staffing needs of the 
organization. 

The psychiatrist’s own need for some education in the role of a 
psychiatric consultant may emerge as a potential problem. A review 
of the literature on crisis management and short-term therapy is a 
helpful start for most beginning consultants. 

Finally, the psychiatrist who participates in an EAP must be pre- 
pared to experience the inevitable frustration of dealing with orga- 
nizational procedures and policies that may hinder the recovery of 
troubled employees or exacerbate their conditions (11). 


SUMMARY AND RECOMMENDATIONS 


There is no single, optimal role for the psychiatrist in EAPs. The 
roles of clinician, supervisor/educator, administrator, and organiza- 
tional consultant all are avenues of involvement open to the psychi- 
atrist. And, as Brill et al. (11) remind us, “Appropriate involvement 
in an employee assistance program will enable psychiatrists to con- 
tribute significantly to the task of providing high-quality care to 
troubled employees so that they can once again become productive 
and satisfied in the workplace.” 

Further, increased involvement on the part of psychiatrists in 
EAPs will emphasize the growing influence of this significant new 
model for the delivery of mental health services. The work setting of 
the 1980s and 1990s provides opportunities for creative approaches 
to occupational mental health issues and opens the door for the 
psychiatrist to work collaboratively with individuals representing 
management, human resources, and other mental health disciplines 
and to apply psychiatric skills in shaping the generation of EAPs. 
Although there is no single optimal role for psychiatrists in EAPs, 
their involvement is essential if this expanding mental health care 
delivery model hopes to adequately serve the needs of the troubled 
employee. 

There is an optimal role in EAPs for APA, its Committee on 
Occupational Psychiatry, and its district branches. That role is to 
increase the participation of psychiatrists in EAPs and to further 
facilitate their involvement. Following are some of the efforts toward 
this end that have been made within APA. 


Activities 


An issue workshop, “Role of Psychiatrists in EAPs,” was held at 
the 1987 APA annual meeting. The workshop’s educational objec- 
tives were to identify at least four roles of psychiatry within EAPs, to 
respond to divergent viewpoints on hiring psychiatrists in EAPs, to 
recognize issues considered to be conflicts of interest related to treat- 
ment, and to identify which role within EAPs, if any, meets individ- 
ual career objectives. A related workshop, “Psychiatry at Work,” 
was held at the 1988 APA annual meeting. The APA Committee on 
Occupational Psychiatry is planning additional workshops for fu- 
ture meetings and is working on a long-range plan to increase the 
number of psychiatrists with occupational orientations and to in- 
crease opportunities for psychiatrists already working in this field to 
meet and exchange ideas. 

The Committee on Financing and Marketing has set 1989 as its 
target date for the publication of “Developing Employee Assistance 
Program Relationships,” its step-by-step guidelines for district 
branches. The overall objective is to develop a strong, positive, and 
productive relationship between a district branch and an EAP or 
employer—to make local businesses aware of the psychiatric re- 
sources in the community and to encourage referrals to these re- 
sources, as appropriate, on the part of EAPs and other corporate 
sources. The creation of a strong and positive relationship between 
a district branch and an EAP or employer is viewed as a long-term 
investment, which can help ensure psychiatric input into referrals 
and decisions about benefits for the purpose of maintaining the 
availability over time of high-quality, affordable psychiatric services. 
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sig yndy sialon a er onecryy dean E TOR a a 

Usage in Pregnancy: Pregnancy Category C. use in pr or in women likely to 
become pregnant has not baen estabished use oniy if benefi clearly justlies poterai haz sto 
t S. 

Nursing Mothers: infants should not be nursed during drug treatment. 

Pediatric Use Controtied trials to establish the safety and effectiveness of intramuscular 
administration in children have not been conducted. 

Adverse Reactions: Adverse reactions following the administration of HALDOL. (haloperidol) 
Decanoate are those of HALDOL. Since vast experience has accumulated with HALDOL, the 


ed tly, often during the first few days of treatment. 
Parkinson-like amponi which first observed were usually mild to moderately severe and 
usually reversible. Other types of neuromuscular reactions (motor restlessness, dystonia, akathi- 


sia, hyperrefiexia, opisthotonos, 

were often more severe. Severe extrapy 
doses. Generally, extrapyramidal symptoms are dose-related since 
doses and disappear or become iess severe when the dose is reduced. Antiparkinson drugs may 


be required. Persistent ext idal reactions have been ! have to be 
discontinued in such cases. rawal Emergent Neurological Signs~~Abrupt discontinuation of 
short-term antipsychotic therapy is ally uneventful. However, some patients on maintenance 
treatment experi transient dyskinetic si after abrupt withdrawal. In certain cases these 


patients on long-term therapy or may occur after 
Spears i be estar i dary } 


chewing movements). these may be accom- 
by involuntary movements of extremites and the trunk. There is no known effective 
treatment for tardive dyskinesia; antipark 


Body as a Whole: Neuroleptic mali th Ark (NMS), hyperpyrexia heat stroke have 
been reported with HALDOL (See WARNI Ade io- 
Vi ts: Ti j h į F ic Effects: 
ascular Effec i 


Dermatologic isolated cases of phot 

vity. joss of hair. Endocrine Disorders: Lactation, breast t. mastaigia, menstrual 
irregularities, stia, ph are increased libido, , hypoglycemia and 
hyponatremia. Gastrointestinal : Anorexia, constipation, a, ivation, dyspep- 
sia, nausea vomiting. Autonomic : Dry mouth, blurred vision, urinary retention, 
diaphoresis, priapism. Respiratory Effects: Laryngospasm, sm and increased 


HALDOL played in the outcome of the 
cannot, of course, be excluded, but it is to be kept in mind that sudden and unexpected death may 
other 


antipsychotic drugs. 

IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoste is 
administered or prescribed. 

For information on symptoms and treatment of overdosage, see full prescribing informa- 
tion. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms. 
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—Cambridge University Press 


The Cambridge Examination for 


Mental Disorders of the Elderly 

Sir Martin Roth, FA. Huppert, E. Tym and 

C.Q. Mountjoy 

This package, consisting of cornplete interview and 
examination schedules, a booklet of test materials, score 
sheets, and a manual, comprises a standard assessment 
and diagnosis of senile dementia, including Alzheimer’s 
disease and related mental disorders of the elderly. 
1988/35161-8/Boxed Set $95.00 


International Classification in 


Edited by Juan E. Mezzich and Michael von 
Cranach 

This book offers a comprehensive overview of psychiatric 
diagnosis and nosology. Fifty-two contributors, including 
representatives of twenty different countries, present 
historical roots, recent developments and current issues. 
1988/432 pp./32754-7/Hardcover $359.50 


An Introduction to Psychiatric 


Research 

Richard E. Gordon, Carolyn J. Hursch and 
Katherine K. Gordon 

Provides the tools necessary to demonstrate quantitatively 
to the public and to government, insurance, and accrediting 
agencies that their treatment is based on patients’ needs, 
and is both appropriate and cost effective. 
1988/257 pp. /35094-8/Hardcover $29.95 


The Clinical Process in Psychiatry 


Diagnosis and M Planning 
Barry Nurombe and Rollin M. Gallagher 


thinking in clinical settings. It Includes material on tactics 
and strategy in the clinical process, clinical procedures, 
diagnosis and planning, and a review of research on clinical 


1987/744 pp /24741-1/Hardcover $75.00 
28928-9/Paper $32.50 


Studies of Psychosocial Risk 


This new collection reflects the many conceptual and 

methodological advances that have taken place in the 

application of longitudinal research strategies, with 

particular reference to risk and protective factors in 
risk, 


psychological 
1989/392 pp. /35330-0/Hardcoves $59,50 


ees and Ligands in Psychiatry 

by Amar K. Sen and Tyrone Lee 
Intercellular and Intracellular Communication 3 

1988/578 pp./30719-8/Herdcover $120.00 


Receptors and Ligands in Neurological 
Disorders 

Edited by Amar K. Sen and Tyrone Lee 

intercellular and Communication 4 

1988/319 pp. /30720-1/Hardcover 390.00 


At bookstores or order from 


Cambridge University Press 
32 East 57th Street, Hew York, NY 10022, 
Cail toll-free: 800-872-7423, outside NY State. 800-227-0247, NY State only 
MasterCard & VISA accepted. 


Where’s the 
best place 
fora 
patient 
recovering 
froma 
drug or 
alcohol 
problem?... 


kapirid for the information of the readers of the American Journal of Psychiatry 
THE BRITISH JOURNAL OF PSYCHIATRY 


MARCH 1989 VOLUME 154 
Annotation 
Monoamine oxidase inhibitors: rehabilitation from recent research? D. Nutt 
and P. Glue 
Comment. 
Neuronal misconnections and psychiatric disorder: is there a link? R. Goodman 
Review Articles | 
Day-hospital and community treatment for acute psychiatric illness: a critical 
appraisal. F. Creed, D. Black and P. Anthony 
Genetics, Alzheimer’s disease and senile dementia. D.W.K. Kay 


Bipolar affective disorder: causes and prevention of relapse. T. Silverstone 
and S. Romans-Clarkson 


Lecture 
The involvement of Soviet psychiatry in the persecution of dissenters. A. Koryagin 


Papers 
Treatment of severe psychiatric illness in a day hospital. F. Creed, P. Anthony, 
K. Godbert and P. Huxley 


Lapse, relapse and survival among opiate addicts after treatment: a prospective 
follow-up study. M. Gossop, L. Green, G. Phillips and B.P. Bradley 


Circumstances surrounding the initial lapse to opiate use following detoxification. 
B.P. Bradley, G. Phillips, L. Green and M. Gossop 


Opiate withdrawal symptoms in response to 10-day and 21-day methadone 
withdrawal programmes. M. Gossop, P. Griffiths, B. Bradley and J. Strang 


Sex differences in the differentiation of psychiatric symptomatology. M.E. Briscoe, 
J-L. Vazquez-Barquero, P. Williams, J.F. Diez-Manrique and C. Peña 


Characteristics of psychiatric hospital absconders. A.R. Tomison 


Dexamethasone suppression test in dementia and depression: clinical and 
biological correlates. J. Shrimankar, S.D. Soni and J. McMurray 


PROQSY: a computerised technique for psychiatric case identification in general 
practice. G. Wilkinson and A.C. Markus 


The question of therapists’ differential effectiveness: a Sheffield psychotherapy 
project addendum. D.A. Shapiro, J. Firth-Cozens and W.B. Stiles 


An uncontrolled study of cognitive therapy for morbid jealousy. N.R. Bishay, 
N. Petersen and N. Tarrier 


Life events and hostility in self-poisoning. R. Farmer and F. Creed 


Lithium prophylaxis and expressed emotion. S. Priebe, C. Wildgrube 

and B. Miiller-Oerlinghausen 

Perceptivity and paraceptivity during measurement of gastric emptying in anorexia 
and bulimia nervosa. P.H. Robinson 

The Current Literature 


Comments on the Northwick Park ‘functional’ psychosis study. G. Goodwin, 
D.A.W. Johnson and R.G. McCreadie 


Correspondence 
A hundred years ago. Researched by Henry Rollin 
Book Reviews 


287 


292 


300 
311 


321 


336 


341 


348 


354 


360 


364 
368 


372 


378 


383 


386 
390 


396 


400 


406 
410 


422 


AUSTEN RIGGS CENTER 


Psychoanalytic Psychotherapy in an 
Open Hospital Setting 


Treatment with Dignity, Personal 


Responsibility and Quality Long-Term Results 


The Austen Riggs Center 
Stockbridge, Massachusetts 01262 
(413) 298-5511 


Founded in 1919 


INTELLIGENT ECT FROM MECTA CORP. 
UL LISTED CSA CERTIFIED 


MODULAR AND COMPUTERIZED 


SR/JR FEATURES INCLUDE: 


e Continuous reading of energy in Joules 
_ © Tiltable Liquic Crystal Display 
© Bi-pciar brief dulse stimulus 
© Adjustable constant current stimulus 
e Audible warning prior to treatment 
` œ Remote control capabilities 
© 100% expected seizure induction 
e Total y isolated for maximum safety 
Sing e or multiple energy control(s) 
e All parameters displayed in text form 
è Increased energy for difficult cases 
e Built-in self test for patient safety 
e Steady warning tone during treatment 
e Protected STIMULUS CONTROL push button 
© Timing accuracy better than .1% 
e 1 year parts and labor warranty 
© Operates on 120 or 240 VAC 
e Complete with all accessories 





PRINTED SELF TEST 
AND TREATMENT RESULTS 


ADDITIONAL FEATURES INCLUDED 
WITH ALL SR MODELS ARE: 


e EEG instrumentation amplifier 

è Built-in 2 channel digital chart recorder mins aiii 
e Numeric timing marks during monitoring ' JR-2 

e Printed record of energy level 
© Printed date and time of treatment ete 
© ECG instrumentation amplifier 

è Selectable single or dual channel 

© Printed record of treatment and self test 

© Printed record of stimulus parameters 

e Modular design for maximum flexibility 


SINGLE ENERGY 
LEVEL CONTROLS 


SIMPLICITY 


MECTA Corporation 5622 SW Kelly Street Portland, OR 97201 (503) 245-6975 





...on the job. 


When your patient hesitates to enter a 28-day 
addiction treatment program because of family 
or job pressures, you now have an alternative. 
It's the CAREER™ program at Philadelphia 
Psychiatric Center. 

CAREER is a true partial hospitalization pro- 
gram. Patients undergo two weeks of intensive 
12-hour treatment days. Several more weeks of 
concentrated outpatient treatment follow— 
up to five evenings a week. 

And, a special treatment feature lets your 
patient attend evening therapy sessions any- 
time he or she needs extra support. For a full 
year and at no cost. 

When you admit a patient to CAREER, we 
consult with you to develop the optimum 
treatment plan, which can incorporate therapy 
sessions with you. We also provide timely 
progress updates. 

The CAREER program works. Our patient 
recovery rate compares with full-time 
programs. 

For more than 50 years, we've helped 
people return to normal, productive lives. 
CAREER continues that tradition. 

For more information, please call 
at 215-473-8000. 


PHILADELPHIA 
PSYCHIATRIC 
CENTER 
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se—crossroads for serotonin 





In depression 





PREZAC 


fluoxetine hydrochloride 


a potent serotonin reuptake inhibitor... 
represents a new class 
of antidepressants?” 





Effectively relieves depression’ 





Unlike the tricyclics, Prozac 
specifically inhibits serotonin 
uptake. Its minimal action on other 
neurotransmitters may explain its 
favorable side-effect profile. 


Fewer side effects to disrupt 
therapy 


side effects are generally mild and 
manageable, and include nausea, 
anxiety/nervousness, insomnia, 
ind drowsiness 





Avoid using MAO inhibitors 
concomitantly or in proximity 
to Prozac 





Rash and/or urticaria occurred in 
4% of clinical trial patients 


A wide margin of safety 





20-mg once-a-day therapy 





PROZAC... 
A specifically different 
antidepressant 


1. Curr Ther Res 1986:39:559-563. 
*As defined by DSM-III. 


See adjacent page 


for brief summary of 


prescribing information. 
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“using Prozac in patients with diseases or condRions that could affect 


Fucxaling has net been evaluated or used fo any extent in 

. patients with a recent history of infarction o unstabie heart dis- 
, 6ase. Patlents with these diagnoses were systematically excluded from clinical 
tudes the product's promarket tes: the electrocardio- 
grams of 31 ents who received Prozac in doubie-tiind rials were reatu- 
spectively no in beart biock 


metabolite, were d, thus the edmina- 
fon half-lives of thess substances. A lower or jess frequent dose should be 


used in paierts with cimhosis. | 
Since fuoxetine is metabolized, excreBen of unchanged drug in 
urine is a minor route of However, until adequate numbers of 
haro been evaluated during chronic 


entamin. . 
In subjects with cirrhosis of the Iver, the dea ances of fluoxetine and Its 
active decrease increasing 






pen tal Severe roria 
: with flumattine, R should be used wah caution in such patients. 


'. they are reasonably 


for Patents ~ Physicians are advised to discuss the following 
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an infant. 
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receiring Prozac In combination with tryptophan 


incidence in Controlled Clinical Trials — Tabit 1 enumerates advarte everts 
that occurred at a of 1% or more among Prozac-treated patents who 
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Dal infrequent: mona pectoris, arrhythmia, hemor: 
postural hypotension, syncope, 
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XANAX ADDS A UNIQUE DIMENSION TO 
YOUR PATIENT MANAGEMENT. 


XANAX’ Tablets 
(alprazolam, C) 


INDICATIONS AND USAGE 
Anxiety disorders. short-term re ief of 
the symptoms of anxiety. and arxiety 
associated with depression. Anxiety 
or tension associated with the stress 
of everyday life usua 
require an anxiolytic. Effectiveness for 
more than four months has not been 
established: periodically reassess the 
usefulness of the drug for the 
individual patient 


CONTRAINDICATIONS 

Sensitivity to XANAX or other benzo- 
diazepines. and in acute narrow angle 
glauc oma 


WARNINGS 

XANAX is not of value in treating 
psychosis and should not be used in 
lieu of appropriate treatment Patients 
receiving XANAX should be cautioned 
about hazardous occupations o7 
activities requiring full alertness and 
also about simultaneous ingestion of dysarthria changes in libido. menstrual 
alcohol or other CNS depressants irregularities incontinence and urnan 


Benzodiazepines can cause fetal FOR ANXIETY ASSOCIATED retention 
harm in pregnant women. hence ; WITH DEPRESSION Paradoxical reactions such as stimu- 
women who may become pregnant lation. agitation rage increased muscle 
should be warned. Avoid during the spasticity. sleep disturbances. and 
first trimester Withdrawal seizures hallucinations may occur Should these 
have been reported upon rapid dose occur discontinue the drug 
reduction or abrupt discontinuation During prolonged treatment. penodic 
thus reduce dose gradually (See Drug | 


blood counts. urinalysis. and blood 
Abuse and Dependence and Dosage chemistry analysis are advisable. Minor 
and Administration ) 


EEG changes. of unknown significance 
PRECAUTIONS 


have been observed 
General: |f XANAX IS C ymbined with Liver enzyme elevatic MAS Syne (J 
other psychotropics or antic nvulsants 


} 1 
mastia and galactorrhea have been 
consider drug potentiation (See Drug 


reported but no causal relationship 
Interactions.) Use the usual preca ations 


eg. drowsiness or lightheadedness 

Central nervous system: Drowsiness 
lightheadedness. depression. headache 
contusion. insomnia nervousness 
syncope. dizziness. akathisia. and tired- 
ness/sleepiness. Gastrointestinal: Dry 
mouth. constipation diarrhea. nausea 
vomiting, and increased salivation 
Cardiovascular Tachycardia/palpitations 
and hypotension Sensory. Blurred vision 
Musculoskeletal Rigidity and tremor 
Cutaneous: Dermatitis/allergy. Other side 
effects Nasal congestion weight gain 
and weight loss 

Withdrawal seizures with rapid 
decrease or abrupt discontinuation 
(See Warnings ) 

The following adverse events have 
been reported with benzodiazepines 
dystonia. imitability. concentration 
difficulties. anorexia. transient amnesia 


or memory impairment loss of coordi- 





ly di es not 


(i 


nation fé Tol seizures Se lation 
ICI LIN AUS JE CILUIC eda K Li 


slurred speech jaundice. musculo- 
skeletal weakness pruritus. diplopia 
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in patients with renal or hepatic impairment and regarding prescription size DRUG ABUSE AND DEPENDENCE 

in depressed and suicidal patients. In elderly and debilitated patier ts. use Physical and Psychological Dependence Withdrawal symptoms including seizures 
the lowest pi ssible dose (See Cosag anad Administratii n) Hype mania have occurre cd foll WINE abrupt discontinuane € OF rapi 1 di se reduction of 
and mania has been reported in depressed patients benzodiazepines (See Wamings ) Dosage shi uld be gradually tapered under 


Information for Patients: Alert patients about (a) consumption of alcohol close supervision. Patients with a history of seizures or epilepsy should not 
and drugs tbi possible fetal abno lities (c) operating machinery cr driving be abruptly withdrawn from XANAX. Addiction-prone individuals should be 
seb slimes pi Ne [etal AONOMMANTES. C OPETAUN Mare © \der careful surveillance Controlled Sub Class: XANAX isä controlled 
idini fv ine reasing dose of the drug due to risk of dependence (e) not unaer carefu SUIVE! lance Controlled ` USE CASS á AINAA 19a CONTONE! 

f © sre 2 k ; l i AS Me Cit (> d has hee - oned t S a HE f 
stopping the drug abruptly Laboratory Tests: Not rdinarily required in other- ubstance and has been assigned to schedule I\ 


wise healthy patients. Drug Interactions. Additive CNS depressant effects with OVERDOSAGE eink | 
other psychotropics. anticonvulsants. antihistamines. ethanol and other CNS Manifestatii ns include somnolence confusion impaired cor yrdination 
depressants Plasma levels of imipramine and desipramine are increased diminished reflexes and coma No delayed reactions have been rep ted 
Pharmacokinetic interactions with other drugs have been reported. Cimetidine DOSAGE AND ADMINISTRATION 

can delay clearance of benzodiazepines. Drug/ Laboratory Test Interactions: No Dosage should be indiv idualized 

consistent pattern fora drug or test. Carcinogenesis. Mutagenesis |mpairment of The usual starting dose is 0.25 to 0.5 mg. ti.d. Maximum total í laily dose is 4 
Fertility. No carcinogenic potential or impairment of fertility in “ats. Pregnancy mg. In the elderly or debilitated. the usual starting dose is 0.25 mg. two or 
See Warnings. Nonteratogenic Effects: The child born of a mother on benzo three times daily Reduce dosage gradually when terminating therapy. by 
diazepines may be at some risk for w ithdrawal sy mptoms. nex natal flaccidity no more than 0.5 meg every three days 

and respiratory problems. Labor and Delivery: No established use Nursing HOW SUPPLIED l 

Mothers: Benzodiazepines are excreted in human milk. Women on XANAX XANAX Tablets are available as 0.25 mg.0 5 mg.and | mg tablets 


, mg 

should not nurse. Pediatric Use: Safety and effectiveness in children below eae 5 À PE =o AEE EER OO IE ON 

the i > of 18 have not been ceaRieched dia CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT 
p CEI au EE R PRESCRIPTION 


ADVERSE REACTIONS B-8-S 


Side effects are generally observed at the beginning of therapy and usually THE UPIOHN COMPANY 1-919] 
disappear with continued medication In the usual patient the most frequent | Upjohn Kalamazoo. Michigan 49001 USA january. 1989 
" , , j SEL \ ! I I€ | j Ji c L y | 
side effects are likely to be an extension of the pharmacologic activity cf XANAX 
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Manufactured and distributed by SK&F Co., 
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Emerging 
from the 
Darkness of 
Schizophrenia 


Stelazine 


Orand of 
pa 


trifiuoperazine HCI 


= Controls psychotic symptoms 


« “Activates” the withdrawn 
patient 


= Avoids excessive sedation 


= Reduces the risk of side effects* 


= Encourages adherence with 
b.i.d. dosing 


Available in Tablets: 1, 2, 5 and 10 mg. 
Multiple-dose Vials: 10 mL. (2 mg./mL.) 
Concentrate: 10 mg./mL. 


Before prescribing, please see brief summary of prescribing 
information on adjacent page. 


*With ‘Stelazine’, the risk of anticholinergic effects and hypotension 
is relatively low. ‘Stelazine’ shares the increased risk of extrapyram- 
idal symptoms associated with all high- potency neuroleptics; 
when they occur, these can generally be readily controlled. 
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trifluoperazine HCI 


Before prescribing, tee complate prescribing information in SKEF Co. 
Iterature or PDR. The folowing Is a brief summary. 


Contraindications: Comatose or greatly depressed states due to C.N.S. depressants, 
bicod dyscrasias; bone marrow depression; Hver damage. 


Tardive e tne ae may develop In patients treated with neuroleptic 
[anipse otd e risk of s and Lkelinood Srirreversibilty are thought to Increase 


as duration of earan ana et KARNE neurcieptk dose increase. Much fess com- 
monly, eI n N OE E treatment at low doses. There fs no 
known treatment for TD, although it may remit if neuroleptics are withdrawn. 
treatment suppress skris and symptoms of the syndrome and thereby mask the 
und ase process. To minimize risk of TD, generally reserve chronk neuroleptic 
treatment for patients who suffer from chronic ifiness that responds to neuroleptics and for 
pal alternative, ee: less harmfu earl pe sk Ee E Or ath lees ah 

iether a chronic treatment, the minimal effective dase and shortest durati 

: Ee saare Periodically rea Ses need tr Onea eaen I done and 
CAUTIONS} discontinuation of neuroleptics should be considered. (See 


Schacht a T Yoon tins 4 potentially fatal symptom complex, has been 
reported in meipsychotic d Clinkcat manifestations indude: Hyperpy- 
rexia, muscle righdity, bode albeit h evidence of autonomic instability. 


The management of NMS shoutd include 1) immediate discontinuation of antipsychotic 
drugs and other drugs not essential! to concurrent therapy, 2] intensive 

treatment and medical monkoring, and 3} treatment, if available, of any concomitant 
serious medical problems. 


‘Steiazine’ Concentrate contains sodium bisulfite, which may cause allergictype reactions 
places See al ine Mead adel ab tt a dpe abd ra The 
prevalence of PY abled Sb jig easels E and probably low 
and is seen more frequently In asthmatic than in non-asthmatic people. 


Generally avoid using in patients have had blood dyscrasias, jaundke} 
to any phenothiazine. Caution enap requiring alertness (e.g, operating 
vehicles or m , especia duna the fist Tew ddys therapy. Additrve depressant 
effect fs possible other C.N.S, depressants, including alcohol. Do not use in nancy 
except when essential and potentia! benefits hearty outweigh possible naaca Ponor 
joundice, extrapyramidal signs, hyperrefiexia and h a have been re 

newboms whose mothers received phenothiazines. There is evidence that aZznes 
are excreted in the breast milk of nursing mothers. 


Precautions Since some patients chronically ee ee will devetop tardive 
dyskinesia, it is advised that, If possible, full Information about this risk be given to patients 
or their guardians when chronic use is contemplated. 


selec le Avold high doses and diol spk nora de pei 

Is impaired since hypotension has occurred. emetic effect may mask the 
overdosage of other or obscure clagnasls and treatment of certain isor- 
ders, Projonged use of doses may resuk in cumulative effects with severe C.N.S. or 

symptoms. If retinal changes occur, discontinue drug. Agrarutocytosis, throm- 

bocytopenla, pancytopenia, anemia, cholestatic jaundice, iver damage have been re- 
ported. Use cautiously in patients with glaucoma. 
Patients with a history of longterm therapy with ‘Stelazine’ andlor other neuroleptics 


Since y 
this elevation is of potential Importance if neuroleptic aug use ls comtempiated In ina patent 
with a previously detected breast cancer. However, clinical and epidemiologic studies to 


mammary tumorigenesis. Chromosomal aberrations In sperm and abnormal sperm 
have been demonstrated in rodents treated with certain neuroie - Use cautiously in 
persons who will be exposed to extreme heat. 


Phenothlazines diminish the effect of orai anticoaquiants. Phenothiazines can produce 
alpha-adrenergic biockade. Concomitant use of phenothiazines with propranolol licreases 

plasma leveis of both drugs. Concurrent use of phenothiazines y T ils Lot 
tensive effects of guanethidine and related compounds. Thiazide diuretics accentuate 
the orthostatic that may occur with phenothiazines, Phenothiazines may 
lower the convulsive threshold and may atso preci toxicity, dosage 

` adjustments of anticonvulsants may be necessary. if neuromuscular reactions occur In 
pregnant women, or in cilidren, permanently stop neuroleptic therapy. Patents shouid not 
receive “Stelazine’ 48 hours before or 24 hours after myelography with the contrast 
medium metrizamide. The presence of phenothiazines may produce false positive pheny+ 
ketonurta [PKU] test resutts. 
Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry mouth, Insomnia, 
amenorrhea, fatigue, muscusar weakness, anorexia, lactation, blurred vision, Neuromuscur 
lar {extrapyra I] reactions: motor restlessness, dystonias, pseucdo-parkinsonism, tardive 
dyskinesia, and a variant, tardive dysconia. 


reported with Stelazine ftriffuoperazine HC, SK&F) or 
other phe Some adverse effects are more frequent or Intense ene. 
disorders [e.g mitral Insufficiency or pheochromocytoma]. 
rE mE ana PEO [Ma ONIN NONE, PACTAN Iri E sh eid or with history, of EEG 
abnormalities; alt ftudd proteirns; cerebral edema; prolongation and 
intensification of e: action of oer ber jen atropine, heat, and organophosphorus 
Insecoictdes; nasal adache, nausea, constipation, adynamic 
Deus, Pua pile et dbr priapism, atonit colon, urinary retention, miosis and 
mydriasts, re on of psychotic processes, catatonicike states, hypotension (some- 
times fatal); cardiac arrest: AED SPa , pancytopenia, tosis, 
nemia, aplastic anemia, helps ee 


hyperg yema, hypogiyen fanan aoe rotosensitvity, Reh 
Ing, Aa eari urticatle ECA scans 
up to exfollative dermatitis, PPARA S ie edema, angioneurotic edema, ana 
reactions, alaner al een: edema; ashma, epinephrine es kp hyp + mild fever after 
large 1M, doses; increased appetite; increased weight: a e tre erythematosusdike 
drome; pigm ; with prolonged adm of substantia! doses, 
pigmentation, al keratopathy, and lenticular and comea! deposits; neuroleptic 
symirome, which may be fatal: EKG Panai Panera nonspecific, usuailty 


distortions-—have b Temporary n 

ess may follow abrupt cessation of high-dose therapy. NOTE: 
Sudden death in nts phenothiazines {apparentty due to carciac arrest or 
asphyxia due to fallure of refle has been reported. 


SKSSF ; Co. BRS-SZ:1.63 


Manufactured and distributed 
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Consultation 
Service 


American 
Psychiatric 
Association 


Administrative, Organizational, Programmatic, 
and Quality of Care Consultation to: 


Psychiatric units in general hospitals 

Outpatient clinics 

Private and state psychiatric hospitals 

Specialized hospitals 

Residential programs 

Community mental health centers 

State mental health systems 

Specialized services for: 

—mentally ill persons 

—mentally retarded and developmentally 
disabled persons 

—children and adolescents 

—the aging 

—drug abusers 

—alcohol abusers 

—criminal offenders 


Our Range of Services Includes but Is Not 
Limited to: 


conflict resolution 

design and planning of clinical programs 
analysis of clinical and management 
systems 

integration of services, to provide continuity 
of care 

evaluation of clinical services 

assistance in developing priorities among 
service needs 

advice on moving toward compliance with 
standards of government or private ac- 
creditation boards 

aid in meeting the requirements of external 
planning bodies 

referral to other sources of help 

planning to meet future service needs, con- 
sistent with fiscal contingencies 


CONTACT: 


Consultation Service 

American Psychiatric Ascanio 
1400 K Street, N.W. 
Washington, D.C. 20005 

: {202} 682-6173 











My patient deserves > 
a, choice when it 
comes to prescription 
pharmaceuticals. 
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| Psychotropic 
Pharmaceuticals 


Brand Nome BOLAR GENERIC 
Hydergine Orol Ergoloid Mesylates Oral 


'm gr ateful that r Prolixin Fluphenazine HCI 
ny psychiatrist provided Tofranil Imipramine HCI 


i i ART. Ludiomil Maprotiline HCI 
ne with generic S Tiavi Perphenazine/Amitriptyline HCI 
lternatives. | l 4 Compazine Prochlorperazine Maleate 
ad Eskalith Lithium Carbonate 
Mellaril Thioridazine HCI 
Stelazine Trifluoperazine HCI 
Desyrel Trazodone HCI 
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p 
MANUFACTURERS OF GENERIC PHARMACEUTICALS 


ae PE EEEE LIAE ‘ er Fas EA E please cite 
guaiu pee > the Medical Service Department at: 
sesananecocoiiie eee — Bolar Pharmaceutical Company, Inc 
: i 33 Ralph Avenue, P.0. Box 30 
ene Copiague, NY 11726-0030 
marnan: Scene a ee eee RTE Phone (516) 842-8383 
~ Fax (516) 842-8630 


Manufacturing facilities located in: 
Copiague, NY and Humacao, Puerto Rico 


Bolar pharmaceuticals are available 

for prescription exclusively from your 
local pharmacy through wholesalers 

and distributors. 


© 1989 Bolor Pharmaceutical Co., Inc 





Emergency medicine. 


Management of severely disruptive behavior: 
Ativan’ Injection with a neuroleptic. 


Rapid tranquilization with a wider 
margin of safety. 

Although neuroleptic agents provide 
an effective means of controlling 
violent or destructive behavior, their 
use is associated with a risk of 
serious and potentially irreversible 
adverse effects.t? Dose reduction 

is the best way to minimize this 

risk, but such a solution may not be 
possible during an emergency. The 
use of ATIVAN Injection combined 
with a low-dose neuroleptic provides 
an alternative pharmacologic 
approach for sedating anxious and 
agitated patients exhibiting severely 
disruptive behavior. 


Clinical experience with this com- 
bination suggests that effective 


Ativan Injection I.M. 


(lorazepam) € 





control can be achieved with lower 
neuroleptic doses than when using 
a neuroleptic alone.* 


Ativan’? Injection: Pharmacologically 
desirable as an adjunct for sedation. 
Unlike other benzodiazepines, 
ATIVAN Injection is readily ab- 
sorbed following intramuscular 
administration,* with peak plasma 
concentrations occurring in approx- 
imately 60 to 90 minutes.*° Mean 
half-life is about 16 hours and the 
desired sedative and anxiolytic 
effects usually last 6 to 8 hours.>* 
*The additive central-nervous system effects of 


neuroleptics should be borne in mind when used 
concomitantly with ATIVAN Injection. 


Please see the adjacent page for a brief summary of 
prescribing information. 





Calm the patient, 
curtail adverse reactions. 


y g WYETH-AYERST 
LABORATORIES 
Philadelphia, PA 19101 
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ATIVAN” INJECTION I.M. 


(LORAZEPAM) © 
DESCRIPTION: Ativag® (lorazepam) a benzodiazepina with antia and reboots is inter ded for 
Bart ose as the clone 7 riS cheron ile Sikes ONT hea: 

One. 


Lorazepam is A E Lehane leg Oe BAET AAE TO ala rab 
4.0 mg lorazepam. 0.18 mi potettnlene glycol 400 in oropytens ghcal with 20% benzy elcohol as creservetive. 
mers ar pene Al oe a-ha pear ot E E E iene 

is followed by dose-related effacts of sedation (sleepiness or drowsiness) of preoperative a 

of recall of events related to day of surgery in most The clinical sedation (sheepmness or drowsi tess) 
thus acted ts such that most patients are able to odie peg aad Aaa i hat 
. PEAN pe ace E NRA cb ep FOTOE, frre oe veal aos E 

seep Aen ng oe Seed ena calNot pets uade hte 
Aa tan Cully recaliog penonerative events, of recognizing props from before surgery. Lack of recall and 
recognition was mic within 2 boars after Bl and 15 to 2) maues aftr IY infection. 

inteaded of recommended aduit dose of lorazepam Injection usually kast 6 to 8 hours. in rare instances 
and where patients recoived greater than recommended dose, excexsive sleepiness and prolonged kack of recall were 
noted, As with other benzodiazepines, unsteadiness, enhanced sensitivity to CNS depressant of ety! alcohol 
and other drugs were poted in Isolated and rare cases for greater than 24 hours. 

Studies in healthy adult volunteers revee! that WY lorazepam {a deses up to 3.5 mg/70 kg does not alter 
i stha effect of carbon dioxkts and does sot enhance respiratory depressant cftects of 
{aiso determined by carbon diodde challenge) fs el acheter 
aware to undergo testing. Upper airway obstruction was observed in rare instances where 

recommended dose, and 1 ea ceseivaly sey AN A arouse (Gee WARNEOS aed 


affect the circulatory system in the supine 
a70 tR test. Doses of 8 to 10 mg of FY lorazepam (2 to 2.5 times madmum recam- 
of lid reflexes within 15 minutes. 


Stodies in six (6) healthy youag adutts who received lorazepara injection and no other dregs meveaied that 
visual tracking (the ability to keep a moving Hoe centered) was impaired for a mean of algbt (8) hours following 
nL peed lon [1 NOOS IDIR ale Ail OARD SDA variation. SE pire a 

wilh pentobarbital 150 and 75 mg. Although this study showed both m and pentobarbital Interfered 
with eye-haod coordination, data are insutfickent tp predict when it would ba safe to operate a metor vehicle or 
ORE ner iny ie Cue par 

TIONS AND USAGE: in adatts — for preanosthetic medication, produciag sadation (sisepmess or drowsiness}, 
relief of amdety, and decroesed ability to recall evests related to day of surgery. Most usetul in patents armdous 
about surgical procedure who prefer diminished recall of events of day of surgery. 

COMTRAINDICATIONS: Kaown sensitivity to benzodiazepines or vesiicts (polyethylene glycol, propylene glycol and 
benzy alcohol) or acute narrow angie glaucoma. lotra-arterial injection is contraindicated because, as with other 
is enh benzodiazepines, Inadvertent intra-arterial infection may produce arteriospasm resotting in gar grene 

ich may require amputation (See WARNINGS). 

YARQUNGS: PRIOR TO IV USE, LORAZEPAM SHOULD BE DILUTED YRTH EQUAL AMOUNT OF COMPATIBLE DILUENT GEE 
DOSAGE AND ADMINISTRATION). IY INJECTION SHOULD BE MADE SLOWLY AND YATH REPEATED ASPIRATION. 
CAREFULLY DETERMINE THAT INJECTION WILL NOT BE INTRA-ARTERIAL AND PERTYASCULAR EXTRAVASATION WILL 
eee ee cee ee MAY CETUR Eee a ERR TATENTS 1 AES GY ERD 
ALONE IN OREATER TOAN Gy DENCE IED OR AT IIL TES Coles ACCOMPANIED BY OTHER ORUGS 
USED DURING ANESTHESIA, MAY PRODUCE HEAVY SEDATION: THEREFORE, EQUSPMENT TO MAINTAIN PATENT AIRWAY 
AND SUPPORT RESPIRATION AND VENTILATION SHOULD BE AVAILABLE 
No evidence nove suppexts lorazepam infection In coma, shock or acute sicohol Intoxication. Sinca tha freer is the 
most Feely site of coojugation and since excretion of conjugated iorazepane (giocuromde} is ranal, lorazepam is oot 
recommended in hepatis and/or renal fedura. This does oot preclude its use io patients with mid to mocerate 
hepatic or renal disease. Whea injectable larazspam is used in wikd to moderate hepatic or renal disease, consider 
lowest effective dose since drug effect may be prolonged. Experience with other benzodiazepines aod limited 
experience wath parenteral demonstrated that tolerance to concomitant alcohol and other CNS depressants 
is diminished. As with siraiiar CNS-acting drogs, patients racelving injectable lorazepam should not operate 
is a AE ket pc vor dnb ed gle gr ee aed 
persist for intervals because of etremes of age, other concomitant drugs, stress of surgery or general 
condition of patient. CAnical trrals showed patlenzs over 50 ray have more d and prolonged sedation with I 
reed igi alec hae. edge oh re hes og 
CNS depressants, excise care In patents azepam since premature ambulation may result in 
iae fee tating. Thare fs ne added eae laa AA a dal o pate 
combloed affect oe reel cies eee ean a 
be ea Se Ra ENEN TO FRET MEN MAY GL FETAL DAE end kl or ga 
3 with use of minar traoquilizers (chiordiazepaxida, first trimester of 

pregnancy was suegested in several studies. In tumans, btood ae esl es rom be tina cord freer placental 
transfer of lorazepam and its glucuronide. ne ee as piney oe 
insufficient data on Say E cesarean section. Reproductive studies performed in mice, 
rats and tvm strains of rabbits showed occasional anomalies (reduction of tarsats, tibia, metatarsals, malrotated 
Nord od toe matformed skal! and microahthalmia) in drug-traated rabbits withost relationship to dosage. 

ail these anogralies were not present in concurrent contro! group, they have been reperted to occur 
randomly in historical controts. At deses of 40 p.o. ar 4 mg/kg Y and highar, there was evidence of fetal 
Se oe vras not seca at lower doses. 

A E a A 
procedures. Inpatient endoscopic procad ues nguin ire adequate recovery room observations. Pharyngeal reflexes are 
not iapadred whea lorazepam injection Is used ligarse pe ap Ao AR Oal 
regional anesthesia is recommeaded to minimis reflex activity associated wilh such procedures. 

PRECAUTIONS General Basr in mind additive CNS effects of other drugs, a. ee ae EER, 
brits, antidepressants, scplanie ard MAO hrs whaa hn isa used coocoraitanthy with or 
rl penea d Toney DON Daam a OR OEE hate ee ee a 
n giving lorazepam elderly or patients, or pulmonary reserve, because 
etre at eta Tienes. feces alee te venue support should be 
ADMINISTRATION). When torazepam is used IV as premedicant 
Interfere with petent 


REACTIONS). 
ht re ES ae ae 


riper s ao caat belle pals chr pot Set ADVERSE ied 

brformation fer Patinats: As appropriate, inforn patients of il Ali arden sedation, relief of amxiety 
and tack of recall, and duration of these effects (about 8 hours), $ hey ay 20 aly perceive risks as well as 
benefits from Its use. Cation patieats who recaia lorazepam injection as nt that driving automobiles or 
operating hazardous machinery, or engaging ie hazardoes sheald be delayed for 24 to 48 hours after 


injection. Sedatives, tra and narcotic analgesics eso den, dre en ih 
prolonged and profound taking tha fomm of excessive sleepiness or drowsiness, and rarely loterfenn 
ieee nee eco of ormese Cay of Aapa Bye ee cts rll in tnt 
beh and injury if undertaken within 8 hours of recehing infection. Alcoholic pial A 
at least 24 to 48 hours after lorazepam Hue bo additive effacts on CHS de saaa with 
baa Elderly patients stould be told lorazepam injection may make them very shea py for longer 
fi) 


surgery. 
Laboratory Tests: In clinica) triads, no inboratery test abnormalities ware identified with single ar multiple dosas of 
peaparrgi' . Tests included: CBC, urin SGOT, SGPT, bilirubin, alkaline pbosphrtase, LD4, cholesiersi, 
giucose, calcium, phespharus aad ictal proteins. 

are icine a njection, Uke cther injectable benmdiaze pines, NG ie Poro et Ea 
wil etal, pat nes, abe, MA inate at ressants. Abena scopolamine 

used concooutantty with Injectable lorazepam increased incidence of sedation, hallucinations and Irational behavior 
was 


observed. 
Dreg/Laboratory Test interactions: No laboratory test abnormalities were identified when lorazepan was given 
alone or concommantty with another drug, a.g, narcotic analgesics, inhalation anesthetics, scopolamine, atropine 


aad various tranquliizing agents. 
este renee, ie aor ttagescsis, Impatrnent of F Tin leis o careanigein DENA Bere meas 
Ng AN A onik sy on al ena stodies regarding mutagenesis have been pertonued. 


i ed nd on oral lorazepam at a 20 mg/kg dosa, showed no impairment of festility. 


phe ion’ Ses WARITINGS section. 
Lakor snd Belvery: ar a a a bel lang cian 
section tharsbors, ihis use is ool recomwnendad. 


ACH 


2 dh WR: Rap angle 


Mursieg Mothers: Do not give injectable orazapam to nursing mothers, because lke other benzodbaze panes, 


lorazepam may be excreted in human milk and sedate the infant. 

Pediatric Use: are insufficient data to support efficacy or make dosege recommendations for Injectable 
kwazepam in patients under 18 years; theredore, such use is not recommended. 

ADVERSE REACTIONS: OMS: Most adverse effacts with are adeasions of drug’s CRS 


indectabls lorazepam 
effects, incidence varied from one study to another, depending on dosage, route, use of other 


depressant 
ee es degree and duration of desired sedation. Excessive sleepiness 
and drowsiness wara malo side with patient cooperation m about 6% (25/446) of patients 
were unable to assess levels of anesthesia in regional blocks ar with 
Niger E Nac Ea Oe 
, On rare 


person 
arsbuistion in postoperative period. Symptorss such as Ss, confusion, 
depression, crying, and dekri occurred in about 1.3% (20/1580). One injured himself postopera- 
ha ace i ston. Hallucinations were present in about 1% (14/1 at patent. and ee ea 
self-limiting. An occasional patient complained of dizziness, diplopia and/or blurred visión. danny My Ul ua 
infrequently reported during peak effect period. Aa occasional patient had protonged recovery roam stay, because of 
excessive Sieepmess or some forma of inappropriate behavior (latter seen most commonly when scopolamine given 
concomitantly a3 premadicant). Limitad information from patients discharged day after recening inloclable 
krazpan one patient complained of some uestsadiness of galt aad reduced ability to perform complex 
mentai functions. Enhanced sensitivity to alcoholic beverages was reported more than 24 hours after injectable 
rapan, La, R AO Aara NNN piae Aan 
lorazepam resukted in pain at injection sits, a sensation of burning, or observed redness la the 
Aa dak ii lile rgsa tage to another. Overall inckieace of pain and barning was about 
17% (146/859) in a period, and about 1.4% (12/859) at 24-hoor observation time, Reactions 
at igjection site finer cared abet 7 2% (17/855) ia narnediate postin) period, and were present 24 
hours later in about 0.8% 7/859}. Y peapea i rpe pelah or about 1.6% imraedistety 
postijaam and -> MUT PE ATI patients gf aioin Dais of pain. Redness did not occer 
edi skika e A enta at Aier PA Qeeldence Is sind fo that oane wil 
ian 
a a Hypertension (0.1%) and hypotension (0.1%) were occasionally observed sitar patients 
fg fi ied lal E a tA e ac aga 
. This was believed doe fo excessive sinepinass at Se pare eagle descr 
unider-ventilation. laumadiate attention to the countermeasures, will usually suffice to 
manage this (see also CLINICAL PHARMACOLOGY, aod PRECAUTIONS). 
(thar Adverse Expectesees: Skin rash, nausea and vom Oe CORE Ae ees ene 
injectable lorazepam with other drugs during anesthesia a 
DROG ABUSE AWD DEPENDENCE: As wiih other benzodiazepines, lorazepam injection has a low potential for abuse 
aad may lead to limited Although there are no such clinical date for injectable lorazepam, 
doses over a proiongead of time may result in ivited physical and psychological depeodeace, 
OVERDOSAGE: Overdosage of beazodiazepines is manifested by varying degrees of CHS depression ranging 
Goa de siiees 1) CHES In: mI cases, AAS Bee aie eae veya Gate ene 
serious cases standa, hypotonia, kypolension, hypnosis, stages one to three coma and, very rarely, death, Treatment 
dppb Carey ero on to Sen a 
adequate and assist needed. ith functioning forced diuresis with 
may occolorates elimination of benzodiazepines. in addition, asmotic diuretics such 
as mannitol may be effective as Ee e ranea le more al E aS, aaah Aai ead © tangs bod 
transfosions may be Indicated. reports indicate that [V Infusion of 0.5 to 4 mg physostigmine at rats of 
antes T S eee of central antichodinergic ovardose (contusion, memory 
disturbance, visual disturbaaces, ha um); however, hazards assoclated with physostigmine (l.e. 
Indaction of seizures) should be weighed against possibla clinical benefit. 
DOSAGE AND ADMINISTRATION: Parenteral drug prodacis should be Inspected visually for particulate meatier and 
discoleratiog prior to administratiog whenever solution and container permit Do not use H solution is discolored or 


lajection: For designated indications as premedicant, usual MOEA T RR al a oR 
to masimum of 4 mg. As with al premedicants, individualize dase (See also CLINICAL 

PRECAUTIONS and REACTIONS), Doses of other CNS depressants should ordinarily be reduced, (See 
PRECAUTIONS), For qotimum effect, measured as feck of recai, administer lorazapam IM at least 2 hours before 
anticipated operative procedure. Administer narcotic analgesics at usual preoperative time. There ave insufficient 
ta ie Nl al 18 yoars; therefore, such use {s 


intravenous Injection: For the primary cf sedation and refief of amoety, usual recommended Initial Y dose 
of lorazepam is 2 mg total, or 0.02 mg/lb (0.044 mg/kg), whichever fs smaller This dose vail suffice for sedating 
most adutts, and should not ordinarily be eaceaded in over 50 years. In patients in whom greater Hkell ood 


AEA es a aed | larger doses — as high as 0.05 oe 
oe) be given (See CLINICAL PHARMACOLOGY, WARNINGS, PRECAUTIONS and ADVERSE 

aar isasara should ordigariy be reduced (See PRECAUTIONS). For optimam ee pebanthed 
lack of ecak, IV lorazepam should bade 13 2 aes erga eee 
EQUIPMENT NECESSARY TO MAINTAIN A PATENT AIRWAY SHOULD BE IMMEDIATELY AVAILABLE TO W USE OF 


insutficlent efficacy data to make dosage recommendations for IV lorazepam 


should be infected desn in moscle mass. Injectable 
other paresteraly used analgesics, conmmonty 

used anasthatics, and muscis econ to N use, krazepam injection must be diated with an 

a R ty fet the d maj oe ere ease eee 

tubing of an existing IY infusion. Rate of lo Toad td excel A ta pe rite LOA Aa Noy a 

ease purposes with: Sterile Water for Injection, USP Sodium Chéorids Injection, USP, 5% Dextrose 
ctioa, USP. 

HOW SUPPLIED; ee ee ee ee ee ee 

Dein NOC DOOS CSL PR and 10 rl vials and 1 mi fi io 2 mi TUBEX 

4 mg/ml, NDC 0008-0570; 1 mi and 10 mi vials aad 1 mi fill in 2 mi TUBEX. 


ects kr Ben lr so die, cer o f ure: For TUBEX — (1) Extrude entire amouat of 
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TETA, 
When so much depends on you... 


THE CHILDREN’S CAMPUS 


ə A comprehensive residential treatment center providing a true 
continuum of care. The Children’s Campus has been serving 
troubled children and adolescents for over 100 years 

è The Children’s Campus is designed to be more than a single 

focused residential facility. The Children's Campus utilizes a 

ee of Treatment” based upon realistic expectations and 

needs. 

The Children’s Campus offers a start-to-finish approach utilizing 

individualized applications of a variety of established treatment 

components, supported by a structured positive living environment. 

The fundamental goal of all The Children’s Campus interventions is 

to enable the child to work through life issues and emerge as an 

individual with a healthy self-concept, a strong value. system, and 

the ability to make appropriate and responsible choices. i 

The “Continuum of Treatment” offered by The Children’s Campu 

allows the child to move from a more restrictive environment 

when appropriate to a less restrictive environment, avoiding the 

trauma of a new setting, new treatment, and new faces. 

e The Children’s Campus is located in beautiful North Central 
Indiana only a few hours away from Chicago, Indianapolis, Detroit, 
and Cleveland. The Children’s Campus is only ten minutes from the 
University of Notre Dame. 

For more information, call or write: 


Admissions Coordinator 
The Children’s Campus 
1411 Lincoln Way West 
Mishawaka, IN 46544-1690 
(219) 259-5666 
Third Party reimbursement accepted 
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PSYCHIATRIC & 
PSYCHOLOGICAL SERVICES 


DIAGNOSTIC AND 
- EVALUATION SERVICES 


PREFERRED ADOLESCENT 
CARE CENTER 


SEXUAL ABUSE TREATMENT 


SUBSTANCE ABUSE 
TREATMENT 


ON-GROUNDS SCHOOL 
TREATMENT GROUP HOMES 
TREATMENT FOSTER HOMES 

INDEPENDENT LIVING 

PREGNANCY PROGRAM 


MOTHER/INFANT BONDING 
PROGRAM 


FAMILY SUPPORT PROGRAM 


THE BEST CANDIDATE FOR YOUR POSITION OPENING 
MAY BE ONE OF H&CP’S 24,000 READERS 





PSYCHIATRISTS 

PSYCHOLOGISTS 

NURSES 
As the field's only monthly interdisciplinary journal, H&CP is the 

ADMINISTRATORS oe oS ee ered peices staff 
No other primary journal offers such a diversified professional 

a W EINBES A ENTER PE A E ee ca 
want to reach. 

PHARMACISTS And H&CP's advertising rates are reasonable, too. 

l Why don’t you let H&CP work for you? 
EDUCATORS For more information call Joanie Lefkowitz at (202) 682-6124. 
 H&CPAd 
: American Psychiatric Association 
They all read H&CP! 1400 K Street, N.W. 


Washington, D.C. 20005 





FOR CONDUCT DISORDERS 





If you're treating a conduct-disordered adolescent male Based on more than two decades of follow-up research, 
who doesn’t respond to outpatient psychotherapeutic over two-thirds of the young men resolve their problems 
intervention, it may be time to suggest a regimen of and continue to lead healthy, normal, and productive 
24-hour structure and treatment. lives five years after their release. 

At St. Francis we have specialized in the treatment of these We work closely with each boy’s psychiatrist to chart new 
disorders for 40 years. We offer individual, group, and milieu directions that can last a lifetime — after an average stay 
therapy with adjunctive remedial, occupational, activity, and of just one year. Call for a free consultation to determine 
family therapies in a one-on-one therapeutic setting. Patients if the St. Francis Homes can complement the care you're 
are mainstreamed in local community schools and providing. 
participate in community activites. St. Francis is accredited by the Joint Commission on 

Our three residential treatment centers in New York and Accreditation of Healthcare Organizations and certified for 
Kansas are limited to a maximum of twenty-six boys in CHAMPUS payment. 


grades seven through twelve. An individualized treatment 
plan is developed for each resident by the professional 
staff working together with the child, his parents or 
guardian, and those who have referred him to us. 


For information and referral, contact: 
Richard W. Burnett, ACSW 

Box 1340 

Salina. Kansas 67402-1340 

Call Toll Free — 1-800-423-1342 

In New York -~ 1-800-822-4363 

In Kansas — 913-825-0541 Collect 


THE 


ST. FRANCIS 
HOMES 


EPISCOPAL 


Ellsworth, KS ¢ Salina, KS @ Lake Placid, NY è JCAHO Accredited © CHAMPUS Certified 
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When Psychotic Features 
Complicate Depression, 
simplify the Treatment 
With ASENDIN 





™» Asingle agent for depression with psychotic features 


œ-  “Amoxapine...is a weak blocker of dopamine receptors in vivo and 
~ invitro. Such a drug might be especially useful in the treatment 
~~ of psychotic depressions” Elliott Richelson, MD Journal of 

Clinical Psychiatry, 1982 









On the Brief Psychiatric Rating Scale, treat- 
ment with ASENDIN improved the con- 
dition of 86% of depressed patients 
T with psychotic features.2 
<= Single-blind study by Raymond 
œ~ F.Anton, MD, et al Journal of 

~ Clinical Psychiatry Mono- 
= graph, 1986. 
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easy-to-follow 
dosage schedule 
for depression with 
psychotic features 


Suggested dosage in depression with 
psychotic features 100 mg bid. Adjust according 
to the clinical response and tolerance.* 


*ASENDIN may be given in a single daily dose, not to exceed 300 mg, 
preferably at bedtime. If the total daily dosage exceeds 300 mg, it should be 
given in divided doses. 


ASENDIN inhibits reuptake of norepinephrine and serotonin and also has rele) eler 
mine-blocking activity which may be associated with neuroleptic side effects, including 
tardive dyskinesia, in some patients. Please see brief summary of prescribing information, 

on adjacent page, especially Warnings and Information for the Patient sections. 
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MOVING? 


PLEASE NOTIFY US 
6 WEEKS IN ADVANCE 


MEMBERS: This notification will change 
your address (and/or name) for the 
AMERICAN JOURNAL OF PSYCHIATRY, 
PSYCHIATRIC NEWS, and all member- 
wide APA mailings. 


SUBSCRIBERS: Please notify each 
publication separately. 
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Information for Contributors 


GENERAL POLICIES 


Manuscripts are accepted for consideration by the Amer- 
ican Journal of Psychiatry with the understanding that they 
represent original material, have not been published previ- 
ously, are not being considered for publication elsewhere, 
and have been approved by each author. Authors submitting 
manuscripts containing data or clinical observations already 
used in published papers or used in papers that are in press, 
submitted for publication, or to be submitted shortly should 
provide information on those papers to the Editor. 

The requirements stated below are in accordance with 
“Uniform Requirements for Manuscripts Submitted to Bio- 
medical Journals.” 


Copyright Transfer and Submission Approval 


The Journal requires approval of manuscript submission 
by all authors in addition to transfer of copyright to the 
American Psychiatric Association so that the author(s) and 
the Association are protected from misuse of copyrighted 
material. A submission approval and copyright transfer form 
will be forwarded to authors along with a letter acknowl- 
edging receipt of their manuscript. Manuscripts will not re- 
ceive a final decision until a completed form has been re- 
ceived in the editorial office. 

In addition, authors must obtain letters of permission from 
publishers for use of extensive quotations (more than 500 
words). The Journal does not publish tables or figures that 
have appeared in another English-language publication. 


Disclosure of Commercial Interests 


All forms of support, including drug company support, 
must be acknowledged in the author’s footnote (see “Ac- 
knowledgments” under the Title Page section). Also, authors 
must disclose in their cover letter any commercial or financial 
involvements that might present an appearance of a conflict 
of interest in connection with the submitted article, including 
(but not limited to) institutional or corporate affiliations not 
already specified in the author’s footnote, paid consultancies, 
stock ownership or other equity interests, and patent own- 
ership. This information will be kept confidential and will 
not be shared with the reviewers. Such involvements will not 
be grounds for automatic rejection of the manuscript. Should 
the article be accepted for publication, the Editor and the 
authors will consult on whether, and to what extent, this 
information should be included in the published article. 


Patient Anonymity 


Ethical as weil as legal considerations require careful at- 
tention to the protection of a patient’s anonymity in case 


reports and elsewhere. Identifying information such as 
names, initials, hospital numbers, and dates must be avoided. 
In addition, authors should disguise identifying information 
when discussing the characteristics and personal history of 
patients. 


Informed Consent 


Manuscripts that report the results of experimental inves- 
tigation with human subjects must include a statement that 
informed consent was obtained after the procedure(s) had 
been fully explained. In the case of children, authors are 
asked to include information about whether the child’s as- 
sent was obtained. 


Review Process 


All papers are reviewed to determine the originality, va- 
lidity, and importance of content and conclusions. In addi- 
tion to the regular review process, peer review for statistical 
content may be required for some manuscripts. This will be 
determined by the Journal’s Statistical Editors. Authors will 
be sent reviewer comments that are judged to be useful to 
them. All reviewers remain anonymous. Once the Editor has 
made a final decision on a paper, the authors of that paper 
will be informed. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and three copies should be sub- 
mitted to John C. Nemiah, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DC 20005. All 
correspondence will be sent to the first-named author unless 
otherwise specified. Papers should be accompanied by a 
cover letter indicating that the paper is intended for publi- 
cation and specifying for which section of the Journal it is 
being submitted (i.e., Special Article, Regular Article, Brief 
Communication, or Clinical and Research Report); papers 
will only be reviewed after such a statement has been re- 
ceived from the author. 

Authors will be notified of the receipt of their paper and 
the number assigned to it. This number must be included in 
ali further correspondence. It is imperative that the corre- 
sponding author of submitted papers notify the Journal of 
changes of address. Because of escalating postage costs, no 
manuscripts submitted to the Journal will be returned to 
authors except upon special request. Authors must make this 
request in their original submission letter and include a self- 
addressed, postage-paid envelope. 


INFORMATION FOR CONTRIBUTORS 


Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single case 
reports will be peer reviewed. Reports of successfully treated 
patients should include data on the number of patients 
treated unsuccessfully by the same method, with an indica- 
tion of the temporal order of the successes and failures. 


Annual Meeting Papers 


Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the meet- 
ing. All papers must be accompanied by a statement that they 
are in final form. These papers are subject to the same peer 
review as other papers and must conform to the require- 
ments for one of the types of articles specified in the next 
section, 


TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together im- 
portant information on a topic of general interest to psychi- 
atry. Authors who have ideas for such articles are advised to 
check with the Editorial Office to ensure that a similar work 
has not already been submitted. Special Articles may not 
exceed 7,500 words (no more than 25 double-spaced pages— 
including an abstract of no more than 100 words, tables, and 
figures) and may not include more than 100 references. 


Regular Articles and Brief Communications 


The only difference between these two types of papers is 
length. Regular Articles contain no more than 3,800 words, 
including an abstract of no more than 100 words, references, 
tables, and figures. Brief Communications contain no more 
than 2,500 words, including an abstract of no more than 100 
words, references, tables, and figures. (A table or figure that 
fills one-half of a vertical manuscript page equals 100 words 
of text; one that fills one-half of a horizontal page equals 150 
words.) Articles that exceed 3,800 words will be returned 
unreviewed to the authors. 


Clinical and Research Reports 


A prompt publication policy (i.e., publication within 4 to 
6 months after acceptance) is in effect for Clinical and Re- 
search Reports. Manuscripts may contain no more than one 
table and a maximum of 10 references; figures may not be 
used. Papers may contain a maximum of 1,300 words, in- 
cluding an abstract of no more than 40 words, text, refer- 
ences, and an optional table (estimate 15 words per refer- 
ence, 100 words for a double-spaced table that fills one-half 
of a vertical page, and 150 words for a double-spaced table 
that fills one-half of a horizontal page). These articles present 
1) new research findings, 2) data from pilot studies, 3) 
worthwhile replication studies, and 4) clinical studies involv- 
ing a number of patients. Essays, program descriptions, lit- 
erature reviews, and single case reports do not meet the cri- 
teria for this section. Submissions that exceed 1,300 words 
or contain figures will be returned to the author. 


Other Sections 


Letters to the Editor. Brief letters (maximum of 500 words 
and 5 references; no tables or figures) will be considered if 
they include the notation “for publication.” The number of 
words should appear in the upper right corner. Letters crit- 
ical of an article published in the Journal will automatically 
be sent to the authors for reply. Because of space limitations. 
not all letters can be printed. The Journal will notify authors 
about the disposition of their letters but does not return 
those that are not published. A letter must be signed by all of 
its authors. All letters will be edited; edited letters will not be 
sent to authors for approval. Letters must be typed dou- 
ble-spaced throughout on 8% X11 inch paper; three copies 
are required. Letters that do not meet these specifications will 
be returned for revision. Reprints are not available. Single 
case reports except for detailed longitudinal studies should 
be submitted as Letters to the Editor. Case reports submitted 
as Letters to the Editor will be peer reviewed. 

Book Forum. Books for review may be sent to the Book 
Forum Editor, Nancy C. Andreasen, M.D., Ph.D., University 
of lowa College of Medicine, 500 Newton Rd., lowa City, IA 
52242. Book reviews are usually solicited by the Book Fo- 
rum Editor. Authors interested in reviewing a particular 
book should communicate directly with Dr. Andreasen. Re- 
prints of reviews are not available. 


TYPING AND ARRANGING THE PAPER 


All parts of the manuscript, including case reports, quota- 
tions, references, and tables, must be double-spaced through- 
out. Manuscripts must be typed in upper- and lowercase on 
one side only of 82X11 inch nonerasable bond paper. All 
four margins must be 1% inches. The manuscript should be 
arranged in the following order, with each item beginning a 
new page: 1) title page, 2) abstract, 3) rext, 4) references, and 
5) tables and/or figures. All pages must be numbered. 


STYLE SPECIFICATIONS 
Title Page 


The number of words, tables, and figures in the paper and 
the telephone number of the corresponding author should be 
typed in the upper right-hand corner of the title page. At least 
three key words that describe the content of the paper should 
be typed in the lower right corner of the page. 

Title. The title should be informative and as brief as pos- 
sible. Two-part titles should be avoided. 

By-line. Authors listed in the by-line should be limited to 
principal researchers and/or writers; collaborators may be 
acknowledged in a footnote. Authors’ first names are pre- 
ferred to initials. Degrees should be included after each 
author’s name. 

Previous presentation. If the paper has been presented at a 
meeting, please give the name of the meeting, the place, and 
the inclusive dates. 

Location of work and address for reprints. Provide the 
department, institution, city, and state where the work was 
done. Include a full address for the author who is to receive 
reprint requests. 

Acknowledgments. Grant support should be acknowl- 
edged in a separate paragraph and should include the full 
name of the granting agency and grant number. The Journal 


does not allow acknowledgment of persons involved with the 
preparation or typing of manuscripts. Acknowledgment of 
individuals involved with the scientific content of the work 
should not exceed four typed lines. Drug company support 
of any kind must be acknowledged. 


Abstract 


The abstract is a single paragraph no longer than 100 
words for Special Articles, Regular Articles, and Brief Com- 
munications and no longer than 40 words for Clinical and 
Research Reports. Authors should use the active voice and 
the third person. 


Text 


Authors should use the active voice and first person; head- 
ings and subheadings should be inserted at reasonable inter- 
vals. Footnotes to text may not be used, and summaries are 
usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statis- 
tical tests that are not well known should be referenced. All 
significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, “The analysis of variance indicated that those who 
abstained from coffee had significantly higher course grades 
than those who did not abstain (F=4.32, df=3, 17, 
p<0.05).” Reviewers will evaluate the appropriateness of the 
analyses. 

Abbreviations. Spell out all abbreviations (other than 
those for units of measure) the first time they are used. Id- 
iosyncratic abbreviations should not be used. 

Drugs. Generic rather than trade names of drugs should be 
used. Trade or manufacturers’ names are used only if the 
drug or equipment is experimental or unavailable in this 
country or if such information is crucial to the evaluation of 
the results or replication of the study. 


References 


References are numbered and listed by their order of ap- 
pearance in text; the text citation is followed by the appro- 
priate reference number in parentheses. Do not arrange the 
list alphabetically. 

References should be restricted to closely pertinent mate- 
rial. Accuracy of citation is the author’s responsibility. Refer- 
ences should conform exactly to the original spelling, ac- 
cents, punctuation, etc. Authors should be sure that all 
references listed have been cited in text. 

Personal communications, unpublished manuscripts, 
manuscripts submitted but not yet accepted, and similar un- 
published items should not appear in the reference list. Such 
citations may be noted in text. It is the author’s responsibility 
to obtain permission to refer to another individual’s unpub- 
lished observations. Manuscripts that are actually “in press” 
may be cited as such in the reference list; the name of the 
journal or publisher and location must be included. 

Type references in the style shown below, double-spaced 
throughout. List up to three authors; designate one or more 
authors past the third as “et al.” Abbreviations of journal 
names should conform to the style used in Index Medicus; 
journals not indexed there should not be abbreviated. 


INFORMATION FOR CONTRIBUTORS 


1. Glick ID, Hargreaves WA, Drues J, et al: Short versus long 
hospitalization, a prospective controlled study, VII: two year 
follow-up results for nonschizophrenics. Arch Gen Psychiatry 
1977; 34:314~320 

2. McNamara JR (ed): Behavioral Approaches to Medicine. New 
York, Plenum Press, 1979 

3. Janowsky DS, Judd LL, Huey L, et al: Effects of naloxone in 
normal, manic and schizophrenic patients: evidence for allevi- 
ation of manic symptoms, in Endorphins in Mental Health Re- 
search. Edited by Usdin E, Bunney WE Jr, Kline NS. New York, 
Oxford University Press, 1979 


TABLES AND FIGURES 


The Journal does not publish tables or figures that have 
appeared in other English-language publications. Tables and 
figures that duplicate 1) material contained in text or 2) each 
other will not be used. Authors will be asked to delete tables 
and figures that contain data which could be given succinctly 
in text. Each table and figure should be understandable with- 
out reference to the text; a descriptive, concise title should be 
included and units of measurement should be specified. Con- 
sult recent issues of the Journal for format. A table or figure 
that fills one-half of a vertical manuscript page equals 100 
words of text; one that fills one-half of a horizontal page 
equals 150 words. A copy of each table and figure must be 
included with each copy of the manuscript. 


Tables 


Tables should be double-spaced, no wider than 120 type- 
writer characters, including spaces, and no longer than 70 
lines. Values expressed in the same unit of measurement 
should read down, not across; when. percentages are given, 
the appropriate numbers must also be given. 


Figures 


Figures are considered as text and are subject to revision 
by the authors upon recommendation of the Editors. Figures 
should, however, be professionally prepared. Glossy or other 
camera-ready prints should accompany the submitted manu- 
script. Computer-generated figures that do not meet quality 
printing standards will be returned for revision. The first 
author’s name, the title of the paper, the figure number, and 
the top of the figure should be noted on a label affixed to the 
back of each figure. All figure titles and footnotes should be 
typed and sent together on a separate page. 

The Journal does publish color illustrations. However, the 
cost to publish them, including reprint charges, will be the 
responsibility of the authors. An estimate of the cost will be 
provided to the authors at the time of first decision. 

Format. Figures are visual expressions of data trends or 
relationships. Figures that represent numerical data which 
could be expressed more succinctly or clearly in tabular form 
should be converted to tables. Line graphs should show 
change in continuous variables; comparisons of like values in 
different groups should be presented as bar graphs. Graphs 
containing stacked bars are unacceptable; the different seg- 
ments of each bar should be presented side by side. 

Lettering. Figure type should be sans serif and should be 
large enough to remain legible after the figure is reduced; 
most figures taking up the width of a vertical manuscript 
page are reduced to a width of 19.5 picas (3¥ inches), and 
those requiring a horizontal manuscript page are usually re- 
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FIGURE 1. Mean CSF Somatostatin Levels of Patients With Alzhei- 
mer’s Disease, Older Depressed Patients, and Age-Matched Control 
Subjects 
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"Significant difference between men and women (t=1.81, df=10, 
p<0.05) and between the total Alzheimer’s disease group and the 
total control group (t=2.49, df=25, p<0.01). 

bSignificant difference between the total depressed group and the 
total control group (t=2.75, df=33, p<0.005). 


duced to 40.5 picas (6% inches). When space on the hori- 
zontal axis is insufficient, headings may be placed diagonally 
on the axis. Main headings should consist of upper-case let- 
ters only, subheadings of upper- and lower-case, and other 
type (e.g., keys, flow chart segments) of lower-case with only 
an initial upper-case letter. All parenthetical matérial should 
be lower-case. Do not use idiosyncratic abbreviations. 

Other. The following are additional specific requirements. 
Please refer to the example given above. 

1. Do not use solid black shading; rather, include outlined 
white among shadings. 

2. The heading for the vertical axis of a graph should run 
vertically along the axis, not horizontally at the top or bot- 
tom. Headings for the horizontal axis should appear below 
that axis, not at the top of the graph. 

3. Error bars should not be used. 

4. Do not extend the vertical or horizontal axis of a graph 
beyond the point needed for the data shown. 

5. The vertical axis should generally begin at zero; to save 
space, a double slash may take the place of an unused por- 
tion of the vertical axis. 


6. In a graph comparing different groups of subjects, the 
number of subjects in each group should appear with the 
name of the group—in the key, in the headings below the 
horizontal axis, or in the title. 

7. To save space, related figures that have the same vertical 
or horizontal axis should be combined. Headings identifying 
the segments of the combined figure should appear in the 
upper lefthand corners of the individual segments (in lower- 
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8. The key should appear within or above the figure but 
should not be wider than the figure itself. Avoid placing 
other type (e.g., number of subjects, statistical values) within 
the axes of a graph. 

9. Footnotes (including p values) should be cited with su- 
perscript letters in the title or body of the figure and should 
be listed in the order in which they are cited in the figure. 
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opening for a full-time/part-time psychiatrist. Must 
be board-certified or board-eligible. Must be li- 
censed in Missouri. 


Swope Parkway Health Center is JCAHO-accredit- 
ed, ambulatory health center and a community men- 
tal health center providing a wide range of mental 
health services including: 


eè outpatient è drug and alcohol 
è partial hospital @ children’s services 
è residential care @ various preventive programs 


In addition, the Health Center provides services in 
pediatrics, internal medicine, OB/GYN, podiatry, 
dental, and optometry services. Hospital privileges 
in two area hospitals. Center provides malpractice, 
CME, health/life insurance, pension, disability, holi- 
days, and competitive salary. 


Send curriculum vitae to: 


Chery! Kelow 
Personnel Director 
Swope Parkway neat Center 

0 Swope Pa 
npes Ciy, MO yin 
(816) Mas. ext. 225 








~ STAFF PSYCHIATRIST 


Comprehensive Mental Health Center Is seeking 
staff psychiatrist to provide a wide range of 
services, including medical evaluation, psycho- 
therapy, clinical supervision, and staff develop- 
men. 


Must be board certified or board eligible. Must 
have an indiana license. 


Competitive salary and fringe benefit program 
Offered. 


Send letter of application and vitae to: 


LaNitc M. James 

Human Resources Department 

Gary Community Mental Health Center, Inc. 
4400 West 6th Avenue 

Gary, indiana 46402 

(249) 885-4264 


EOE/M/F 


GARY COMMUNITY 
MENTAL HEALTH 
CENTER INC. 


PSYCHIATRIST 


The Center for Mental Health, Inc. a comprehen- 
sive mental health center accredited by JCAHO is 
seeking a psychiatrist to provide diagnostic assess- 
ment and treatment. Candidates will work under 
the supervision of the Medical Director and be 
required to share on-call rotation with other 
members of the medical staff. Additional responsi- 
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probationary, tenure-track position as 
assistant professor. The position entails 
commitment to research and training. 

The successful applicant will share with — 
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a treatment team Involved In the care of 
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completed psychlatric residency, and 
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Her anxiolytic 
is working— 

but she’s alert, 
functioning, and ~~~ 
atnoriskofa -7 

benzodiazepine 
withdrawal 
syndrome when 


therapy ends. That's 


_Effic 


® Ea 
BuSpar” (buspirone HCI) 
References:1. Rickels K, etal. Buspirone and diazepam in anxiety: A controlled study. J Clin ee a Sec 2):81-86 
2. Newton RE, et al: A review of the side effect profile of buspirone. Am J Med 1986;80(supp! 3B):17-21 3. Lucki |, et al: Differential 
effects of the anxiolytic drugs, diazepam and buspirone, on memory function. Br J Clin Pharmacol 1987;23:207-211. 4. Lader M 
Assessing the potential for buspirone dependence or abuse and effects of its withdrawal. Am J Med 1987;82(supp! 5A):20-26 


Contraindications: Hypersensitivity to buspirone hydrochloride. 

Warnings: The administration of BuSpar to a patient taking a monoamine oxidase inhibitor 
(MAOI) may pose a hazard. Since blood pressure has become elevated when BuSpar was administered 
concomitantly with an MAOI, such concomitant use is not recommended. BuSpar should not be employed in 
lieu of appropriate antipsychotic treatment. 

Precautions: General—interference with cognitive and motor performance: Although buspirone is less se- 
dating than other anxiolytics and does not produce significant functional impairment, its CNS effects in a given 
patient may not be predictable; therefore, patients should be cautioned about operating an automobile or using 
complex machinery until they are reasonably certain that buspirone does not affect them adversely. Although 
buspirone has not been shown to increase alcohol-induced impairment in motor and mental performance, it is 
prudent to avoid concomitant use with alcohol. 

Potential for withdrawal reactions in sedative/hypnotic/anxiolytic drug dependent patients: Because buspirone 
will not block the withdrawal syndrome often seen with cessatior of therapy with benzodiazepines and other 
common sedative/hypnotic drugs, before starting buspirone withdraw patients gradually from their prior treat- 
ment, especially those who used a CNS depressant chronically. Rebound or withdrawal symptoms may occur 
over varying time periods, depending in part on the type of drug and its elimination half-life. The withdrawal 
syndrome can appear as any combination of irritability, anxiety, agitation, insomnia, tremor, abdominal cramps, 
muscle cramps, vomiting, sweating, flu-like symptoms without fever, and occasional y, even as seizures. 
Possible concerns related to buspirone's binding to dopamine receptors: Because buspirone can bind to cen- 
tral dopamine receptors, a question has been raised about its potential to cause acute and chronic changes in 
dopamine mediated neurological function (eg, dystonia, pseudoparkinsonism, akathisia, and tardive dyskine- 
sia). Clinical experience in controlled trials has failed to identify any significant neuroleptic-| ke activity; how- 
ever, a syndrome of restlessness, appearing shortly after initiation of treatment, has been reported; the 
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syndrome may be due to increased central noradrenergic activity or may be attributable to dopaminergic effects 

(ie, represent akathisia). 

Information for Patients—Patients should be instructed to inform their physician about any medications, 

prescription or nonprescription, alcohol or drugs they are now taking or plan to take during treatment with bu- 

spirone; to inform their physician if they are pregnant, are planning to become pregnant, or become pregnant 

while taking buspirone; to inform their physician if they are breast feeding; and not to drive a car or operate po- 

tentially dangerous machinery until they experience how this medication affects them 

Drug Interactions—Concomitant use with other CNS active drugs should be approached with caution (see 

Warnings). Concomitant use with trazodone may have caused 3- to 6-fold elevations on SGPT (ALT) in a few 

patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperidol con- 

centrations in normal volunteers. The clinical significance is not clear. Buspirone does not displace tightly 

bound drugs like phenytoin, propranolol, and warfarin from serum proteins, but may displace less firmly 

bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspirone was 
iven to a patient also treated with warfarin, phenytoin, phenobarbital, digoxin, and Synthroid. 
arcinogenesis, Mutagenesis, Impairment of Fertility—No evidence of carcinogenic potential was 

observed in rats or mice; buspirone did not induce point mutations, nor was DNA damage observed: chromo- 

somal aberrations or abnormalities did not occur. 

Pregnancy: Teratogenic Effects—Pregnancy Category B: Should be used during pregnancy only if 

clearly needed. 

Nursing Mothers—Administration to nursing women should be avoided if clinically possible. 

Pediatric Use—The safety and effectiveness have not been determined in individuals below 18 years of age. 

Use in the Elderly—No unusual, adverse, age-related phenomena have been identified in elderly patients 

receiving a total, modal daily dose of 15 mg 

Use in Patients with Impaired Hepatic or Renal Function—Since buspirone is metabolized by the 

liver and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment. 

Adverse Reactions (See also Precautions): Commonly Observed—The more commonly observed 

untoward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, nausea, 

headache, nervousness, lightheadedness, and excitement. 

Associated with Discontinuation of Treatment—The more common events causing discontinuation in- 
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efficacy and CNS-depressant 
effects 


BuSpar relieves anxiety’ 
and returns your patient to 
normal activity 


... with no more drowsiness (10%) 
than induced by placebo (9%) 


... without significant cognitive’ 
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withdrawal syndrome on 
discontinuation‘ 


cluded: central nervous system disturbances (3.4%), primarily dizziness, insomnia, nervousness. drowsiness, 
lightheaded feeling; gastrointestinal disturbances (1.2%), primarily nausea; miscellaneous disturbances 
(1.1%), primarily headache and fatigue. In addition, 3.4% of patients had multiple complaints, none of which 
could be characterized as primary. 

Incidence in Controlled Clinical Trials—Adverse events reported by 1% or more of 477 patients who re- 
ceived buspirone in four-week, controlled trials: Cardiovascular: Tachycardia/palpitations 1%. CNS: Dizziness 
12%, drowsiness 10%, nervousness 5%, insomnia 3%, lightheadedness 3%, decreased concentration 2%, 
sxcitement 2%, anger/hostility 2%, contusion 2%, depression 2%. EENT: Blurred vision 2%. Gastrointestinal: 
Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipation 1%, vomiting 1%. Mus- 
suloskeletal: Musculoskeletal aches/pains 1%. Neurological: Numbness 2%. paresthesia 1%, incoordination 
fae tremor Pad Skin: Skin rash 1%. Miscellaneous: Headache 6%, fatigue 4%, weakness 2%. swealing/ 
slamminess 1%. 

Other Events Observed During the Entire Premarketing Evaluation—The relative frequency of all 
other undesirable events reasonably associated with the use of buspirone in approximately 3000 subjects who 
00k multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as follows: 
“requent are those occurring in at least 1/100 patients; infrequent are those occurring in 1/100 to 1/1000 patients; 
ind rare are those occurring in less than 11000 patients. Cardiovascular—trequent: non-specific chest pain; in- 
‘requent: syncope, hypotension, hypertension; rare: cerebrovascular accident, congestive heart failure, myo- 
cardial infarction, cardiomyopathy, bradycardia. Central Nervous System—frequent: dream disturbances: 
nfrequent: depersonalization, dysphoria, noise intolerance, euphoria, akathisia, fearfulness, loss of interest, 
dissociative reaction, hallucinations, suicidal ideation, seizures; rare: feelings of claustrophobia, cold intoler- 
ance, Stupor, slurred speech, psychosis. EEN7—frequent: tinnitus, sore throat, nasal congestion: infrequent: 
redness and itching of the eyes, altered taste, altered smell, conjunctivitis; rare: inner ear abnormality, eye pain, 
dhotophobia, pressure on eyes. Endocrine—rare: galactorrhea, thyroid abnormality. Gastrointestinal — 
nfrequent: flatulence, anorexia, increased appetite, salivation, irritable colon, rectal bleeding; rare: burning of 
he tongue. Genitourinary—intrequent: urinary frequency, urinary hesitancy, menstrual irregularity and spot- 
ing, dysuria; rare: amenorrhea, pelvic inflammatory disease, enuresis, nocturia. Musculoskeletal —infrequent: 
nuscle cramps, muscle spasms, rigid/stiff muscles, arthralgias. Neurological —intrequent: involuntary move- 
nents, slowed reaction time; rare: muscle weakness. Respiratory—infrequent: hyperventilation, shortness of 
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breath, chest congestion; rare: epistaxis. Sexua/ Function—intrequent: decreased or increased libido: rare: de- 
layed ejaculation, impotence. Skin—infrequent: edema, pruritus, flushing, easy bruising, hair loss, dry skin, 
facial edema, blisters; rare: acne, thinning of nails. Clinical Laboratory —infrequent: increases in hepatic 
aminotransferases (SGOT, SGPT); rare: eosinophilia, leukopenia, thrombocytopenia. Miscellaneous — 
infrequent: weight gain, fever, roaring sensation in the head, weight loss, malaise; rare: alcohol abuse, bleeding 
disturbance, loss of voice, hiccoughs. 
Postintroduction Clinical Experience—Rare occurrences of allergic reactions, cogwheel rigidity, iA 
tonic reactions, ecchymosis, emotional lability, tunnel vision, and urinary retention have been reported. Be- 
nese of s4 uncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has not been 
etermined. 
Drug Abuse and Dependence: Controlled Substance Class—Not a controlled substance. 
Physical and Psychological Dependence—Buspirone has shown no potential for abuse or diversion 
and there is no evidence that it causes tolerance, or either physical or psychological dependence. However. 
Since it is difficult to predict from experiments the extent to which a CNS-active drug wil! be misused, diverted, 
and/or abused once marketed, physicians should carefully evaluate patients fora history of drug abuse and fol- 
low such patients closely, observing them for signs of buspirone misuse or abuse (eg, development of toler- 
ance, incrementation of dose, drug-seeking behavior). 
Overdosage: Signs and Symptoms—A\ doses approaching 375 mg/day the following symptoms were 
observed: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. No deaths have been reported 
in humans either with deliberate or accidental overdosage. 
Recommended Overdose Treatment—General symptomatic and supportive measures should be used 
along with immediate gastric lavage. No specific antidote is known and dialyzability of buspirone has not been 


determined. 
Mead Himen 


For complete details, see Prescribing Information 
or consult your Mead Johnson Pharmaceuticals 
Representative. PHARMACEUTICALS 


U.S. Patent Nos. 3,717,634 and 4,182,763 AVA A Bristol-Myers Company 
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“IT FEELS GOOD 
TO FEEL USEFUL AGAIN” 


For the chronic schizophrenic patient, 
Navane can mean more competent 
work performance,'* and a smoother 
path towards social recovery. Navane 
may help improve the ability to 
concentrate, and promote a better 
attitude toward work and co-workers.'* 


Anticholinergic* and cardiovascular>® 
side effects in patients treated with 
Navane are reported infrequently. 
Should extrapyramidal symptoms 
occur, they usually can be controlled. 


In schizophrenia, 


27% rise in work output 
compared to baseline shown 
in patients switched to Navane?? 


PERCENT CHANGE 


MONTHS OF STUDY 


(Adapted from DiMascio and Demirgian2.3) 


Forty-two psychatic male and female patients under age 55 were 
entered in this study on a nonblind basis, and randomly assigned to 
their regular medication or switched to thiothixene. Patients were 
evaluated at baseline and on a daily basis, and periodically rated on 
the Global Improvement and Brief Psychiatric Rating Scales. 


Navane thiothixene| (thiathixene HC} 


Please see brief summary of NAVANE® (thiothixene/thiothixene HCl) prescribing information on adjacent page. 








Navane 


(thiothixene) (thiothixene HCI 


It feels good to feel 
useful again 


References: 1. Bressler B, Friedel RO: A comparison between chlorpromazine and thiothixene ir a Veterans 
Administration hospital population. Psychosomatics 1971;12:275-277. 2. DiMascio A, ab E: Stud 
of the activating properties of thiothixene. Psychosomatics 1972;13:105-108. 3. DiMascio A, D2mirgian E: 
Job training in the rehabilitation of the chronic schizophrenic. Presented as a Scientific Exhibit at The Amer- 
ican Psychiatric Association. Washington, DC, May 3-6, 1971. 4. Goldstein B, Weiner D, Banas F: Clinical 
evaluation of thiothixene in chronic ambulatory schizophrenic patients, in Lehmann HE, Ban TA (eds): The 
Thioxanthenes: Modern Problems of Pharmacopsychiatry. Basel, Switzerland, S. Karger, 1969, vol 2, pp 
45-52. 5. Dillenkoffer RL, Gallant DM, George RB, et al: Electrocardiographic evaluation of schizophrenic 
patients: A double-blind comparison. Presented as a Scientific Exhibit at The 125th Annual Meeting of the 
American Psychiatric Association, Dallas, May 1-4, 1972. 6. Data available on request from Roerig. 


BRIEF SUMMARY OF PRESCRIBING INFORMATION 

Navane® (thiothixene) Capsules: 1 mg, 2 mg, 5 mg, 10 mg, 20 mg 

oie oae hydrochloride) Concentrate: 5 mg/ml, Intramuscular: 2 mg/ml, 5 mg/ml 

ndications: Navane is effective in the management of manifestations of psychotic disorders. Navane has 
not been evaluated in the management of behavioral complications in patients with mental retardation. 
Contraindications: Contraindicated in patients with circulatory collapse, comatose states, central nervous 
system depression due to any cause, and blood dyscrasias. Contraindicated in individuals who have shown 
hypersensitivity to the drug. It is not known whether there is a cross-sensitivity between the thioxanthenes 
and the phenothiazine derivatives, but the possibility should be considered. 

Warnings: Tardive Dyskinesia—Tardive dyskinesia, a syndrome consisting of potentially irreversible, in- 
voluntary, dyskinetic movements may develop in patients treated with neuroleptic (antipsychotic) drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, 
it is impossible to rely upon prevalence estimates to predict, at the inception of neuroleptic treatment, which 
patients are likely to develop the syndrome. Whether neuroleptic drug products differ in their potential to 
cause tardive dyskinesia is unknown. 

Both the risk of developing the syndrome and the likelihood that it will become irreversible ere believed 
to increase as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to 
the paven! increase. However, the syndrome can develop, although much less commonly, after relatively 
brief treatment periods at low doses. 

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may 
remit, partially or completely, if neuroleptic treatment is withdrawn. Neuroleptic treatment, itself, however, 
may suppress (or partially suppress) the signs and symptoms of the syndrome and thereby may possibly 
mask the underlying disease process. The effect that symptomatic suppression has pon the long-term 
course of the syndrome is unknown. 

Given these considerations, neuroleptics should be prescribed in a manner that is most likely to minimize 
the occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for pa- 
tients who suffer from a chronic illness that, 1) is known to respond to neuroleptic drugs, and, 2) for whom 
alternative, equally effective, but potentially less harmful treatments are not available or appropriate. In pa- 
tients who do require chronic treatment, the smallest dose and the shortest duration of treatment producing 
a Satisfactory Clinical response should be sought. The need for continued treatment should be reassessed 
periodically 

If signs and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug discontinuation 
should be considered. However, some patients may require treatment despite the presence of the 
syndrome 

(For further information about the description of tardive dyskinesia and its clinical detaction, 3lease refer 
to Information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A potentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Clin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of auto- 
nomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythimas). 

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it Is 
important to identify cases where the clinical presentation includes both serious medical illness (e.g. , pneu- 
monia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms 
(EPS). Other important considerations in the differential diagnosis include central anticholinergic toxicity, 
heat stroke, drug fever and primary central nervous system CNS) pathology. 

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and medical monitoring, and 
3) treatment of any concomitant serious medical problems for which specific treatments are avai able. There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

lf a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported. 

Usage in Pregnancy—Safe use of Navane curing pregnancy has not been established. Therefore, this 
drug should be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical 
experience to date have not demonstrated any teratogenic effects. 

in the animal reproduction studies with Navane, there was some decrease in conceotion rate and litter 
size, and an increase in resorption rate in rats and rabbits, changes which have been similarly reported with 
other psychotropic agents. After repeated oral edministration of Navane to rats (5 to 15 mg/kg/day), rabbits 
(3 to 50 mg/kg/day), and monkeys (1 to 3 mg/kg/day) before and during gestation, no teratogenic effects 
were seen. (See Precautions. ) 

Usage in Children—The use of Navane in children under 12 years of age is not recommended because 
safety and efficacy in the pediatric age group have not been established. 

As is true with many CNS drugs, Navane may impair the mental and/or physical abilities required for the 
pertormance of potentially hazardous tasks such as driving a car or operating machinery, especially during 
the first few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting args. patients dieatde Navane should be cauticned about the pos- 
sible additive effects (which may include hypotension) with CNS depressants and with alcohol. 
Precautions: An antiemetic effect was observed in animal studies with Navane; since this effect may also 
occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

In consideration of the known capability of Navane and certain other psychotropic drugs tc precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive d sorders or those in 
a state of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced wien Navane 
is administered concurrently. 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS depressants other than anticonvulsant drugs. 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who are known or suspected to have glaucoma, or who might be exposed to extreme heat, or who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. 

Also, careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a small number of patients treated with Navane for prolonged 
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periods). Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
(jaundice, biliary stasis) have been reported with related drugs. 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

Intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular should be 
injected well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh. 

The deltoid area should be used only if well developed, such as in certain adults and older children, and 
then only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the 
lower and mid-thirds of the upper arm. As with all intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

Information for Patients—Given the likelihood that some patients exposed chronically to neuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given, if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note: Not all of the following adverse reactions have been reported with Navane 
(thiothixene). However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines, all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event hypoten- 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 
ailere These changes are usually reversible and frequently disappear on continued Navane therapy. 

he incidence of these changes is lower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, pegos mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, 
but less than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted 
= et Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

Hyper efieiia has been reported in infants delivered from mothers having received structurally related 
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rugs. 

In addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. 
Management of these extrapyramidal symptoms depends upon the type and severity. Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed a reducing the coragi ot Navane and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive ae may appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (€.g., protrusion of 
tongue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, parann should be monitored on an ongoing ba- 
sis. It has been reported that fine vermicular movement of the tongue may be an early sign of the syndrome. 
if this or any other presentation of the syndrome is observed, the clinician should consider possible discon- 
tinuation of ee medication. (See Warnings section. ) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase, usually transient, have 
been infrequently observed in some patients. No Clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other peor drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, omega and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, hypoglycemia, hyperglycemia, and glycosuria. 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased Salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
weight, weakness or fatigue, polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic lupus erythematosus-like syndrome. 

Neuroleptic Malignant Syndrome (NMS): Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. In others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. 

Dosage: Dosage of Navane should be individually adjusted depending on the chronicity and severity of the 
condition. See full prescribing information. 

jirtaheor inci For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information. 
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A spectrum of reasons 
to write D.A.W. 
when you prescribe 


Norp ram : n” 10, 25, 50, 75, 100, 150 mg 


(desipramine hydrochloride tablets USP) 
A logical choice among antidepressants 


A 25-year history of proven clinical usefulness with unsurpassed 
flexibility of dosage provided by 6 tablet strengths, color coded to 
ensure exact identification. It also offers dose equivalence that permits 
prescribing one tablet of greater strength in place of multiple doses of 
lesser strengths, resulting in increased patient compliance and greater 
than 20% cost savings. 


Merrell Dow U.S.A. 


(Brief Summary of Prescribing Information appears on the next page.) 








Ensure the maximum 
benefits of Norpramin 
by specifying “Dispense 
As Written.” 


m A 25-year record of 
efficacy in relieving the 
symptoms of 
depression” 


= Less anticholinergic 
activity than 
amitriptyline or 
doxepin* 


= Usually no excessive 
daytime drowsiness 
(see Warnings)' 


Norpramin 


(desipramine 


hydrochloride tablets USP) 


“References supporting these statements 
available from MERRELL DOW 
PHARMACEUTICALS INC., Cincinnati, Ohio 
45242. 


tNorpramin does not usually inhibit normal 
activity, although patients should be cautioned 
against driving or operating machinery if 
drowsiness occurs (see Warnings, Precautions, 
and Adverse Reactions). 


Merrell Dow U.S.A. 


Division of Merrell Dow Pharmaceuticals Inc. 
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Norp ram Nn ® 10, 25, 50, 75, 100, 150 mg 


(desipramine hydrochloride tablets USP) 


oN 
Norpramin 
(desipramine hydrochloride tablets USP) 


BRIEF SUMMARY 
CAUTION: Federal law prohibits dispensing without prescription. 


INACTIVE INGREDIENTS 

The following inactive ingredients are contained in all dosage strengths: acacia, calcium 
carbonate, corn starch, D&C Red No. 30 and D&C Yellow No. 10 (except 10 mg and 150 mg), 
FD&C Blue No. 1, FD&C Red No. 3, FD&C Yellow No. 6, hydrogenated soy oil, iron oxide, 
light mineral oil, magnesium stearate, mannitol, polyethylene glyco! 8000, pregelatinized 
com starch, sodium benzoate (except 150 mg), sucrose, talc, titanium dioxide, and other 
ingredients. 

CLINICAL PHARMACOLOGY 

Metabolism 

The rate of metabolism of tricyclic antidepressants varies widely from individual to 
individual, chiefly on a genetically determined basis. In general, the elderly metabolize 
tricyclic antidepressants more slowly than do younger adults. 

Certain drugs, particularly the psychostimulants and the phenothiazines, increase plasma 
levels of concomitantly administered tricyclic antidepressants through competition for the 
same metabolic enzyme systems. Other substances, particularly barbiturates and alcohol, 
induce liver enzyme activity and thereby reduce tricyclic antidepressant plasma levels. 
Similar effects have been reported with tobacco smoke 

Additional information on metabolism appears in Full Prescribing Information. 


CONTRAINDICATIONS 

Desipramine hydrochloride should not be given in conjunction with, or within 2 weeks of, 
treatment with an MAO inhibitor drug; hyperpyretic crises, severe convulsions, and death 
have occurred in patients taking MAO inhibitors and tricyclic antidepressants. When 
Norpramin (desipramine hydrochloride) is substituted for an MAO inhibitor, at least 2 weeks 
should elapse between treatments. Norpramin should then be started cautiously and should 
be increased gradually. 

The drug is contraindicated in the acute recovery period following myocardial infarction. It 
should not be used in those who have shown prior hypersensitivity to the drug. Cross 
sensitivity between this and other dibenzazepines is a possibility. 


WARNINGS 
1. Extreme caution should be used when this drug is given in the following situations: 
a. In patients with cardiovascular disease, because of the possibility of conduction 
detects, arrhythmias, tachycardias, strokes, and acute myocardial infarction. 
b. In patients with a history of urinary retention or glaucoma, because of the 
anticholinergic properties of the drug. 
c. In patients with thyroid disease or those taking thyroid medication, because of the 
possibility of cardiovascular toxicity, including arrhythmias. 
d. In patients with a history of seizure disorder, because this drug has been shown to 
lower the seizure threshold. 
2. This drug is capable of blocking the antihypertensive effect of guanethidine and 
similarly acting compounds. 
_ USE IN PREGNANCY 
Safe use of desipramine hydrochloride during pregnancy and lactation has not been 
established; therefore, if it is to be given to pregnant patients, nursing mothers, or 
women of childbearing potential, the possible benefits must be weighed against the 
possidle hazards to mother and child. Animal reproductive studies have been 
inconclusive. 
_ USE IN CHILDREN 
Norpramin (desipramine hydrochloride) is not recommended for use in children since 
safety and effectiveness in the pediatric age group have not been established. (See 
ADVERSE REACTIONS, Cardiovascular.) 
The patient should be cautioned that this drug may impair the mental and/or physical 
abilities required for the performance of potentially hazardous tasks such as driving a 
car of operating machinery. 
6. In patients who may use alcohol excessively, it should be borne in mind that the 
potentiation may increase the danger inherent in any suicide attempt or overdosage. 


PRECAUTIONS 
1. It is important that this drug be dispensed in the least possible quantities to depressed 
outpatients, since suicide has been accomplished with this class of drug. Ordinary 
prudence requires that children not have access to this drug or to potent drugs of any 
kind; if possible, this drug should be dispensed in containers with child-resistant 
safety closures Storage of this drug in the home must be supervised responsibly. 

_ If serious adverse effects occur, dosage should be reduced or treatment should 
be altered. 

3. Norpramin (desipramine hydrochloride) therapy in patients with manic-depressive 

illness may induce a hypomanic state after the depressive phase terminates. 

4. The drug may cause exacerbation of psychosis in schizophrenic patients. 

Close supervision and careful adjustment of dosage are required when this drug is 

given concomitantly with anticholinergic or sympathomimetic drugs. 

Patients shoul be warned that while taking this drug their response to alcoholic 

beverages may be exaggerated. 

Clinical experience in the concurrent administration of ECT and antidepressant drugs is 

limited. Thus, if such treatment is essential, the possibility of increased risk relative 

to benefits should be considered. 

If Norpramin (desipramine hydrochloride) is to be combined with other psychotropic 

agents such as tranquilizers or sedative/hypnotics, careful consideration should be 

given to the pharmacology of the agents employed since the sedative effects of 

Norpramin and benzodiazepines (e.g., chlordiazepoxide or diazepam) are additive. Both 

the sedative and anticholinergic effects of the major tranquilizers are also additive to 

those of Norpramin. 

Concurrent administration of cimetidine and tricyclic antidepressants can produce 

clinically significant increases in the plasma levels of the tricyclic antidepressants. 

Conversely, decreases in plasma levels of the tricyclic antidepressants have been 

reported upon discontinuation of cimetidine which may result in the loss of the 

therapeutic efficacy of the tricyclic antidepressant. 

. This drug should be discontinued as soon as possible prior to elective surgery because 
of the possible cardiovascular effects. Hypertensive episodes have been observed 
during surgery in patients taking desipramine hydrochloride. 

11. Both elevation and lowering of blood sugar levels have been reported. 

12. Leukocyte and differential counts should be performed in any patient who develops 
fever and sore throat during therapy; the drug should be discontinued if there is 
evidence of pathologic neutrophi! depression. 

ADVERSE REACTIONS 

Note: Included in the following listing are a few adverse reactions that have not been 

reported with this specific drug. However, the pharmacologic similarities among the 

tricyclic antidepressant drugs require that each of the reactions be considered when 

Norpramin (desipramine hydrochloride) is given. 

Cardiovascular: hypotension, hypertension, tachycardia, palpitation, arrhythmias, heart 

block, myocardial infarction, stroke. There has been a report of an “acute collapse” and 
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“sudden death” in an eight-year old (18 kg) male, treated for two years for hyperactivity. 
(See WARNINGS, Use in Children.) 

Psychiatric: contusional states (especially in the elderly) with hallucinations, disorienta- 
tion, delusions; anxiety, restlessness, agitation; insomnia and nightmares; hypomania; 
exacerbation of psychosis. 

Neurologic: numbness, tingling, paresthesias of extremities; incoordination, ataxia, 
tremors; peripheral neuropathy; extrapyramidal symptoms; seizures; alteration in EEG 
patterns; tinnitus. 

Anticholinergic: dry mouth, and rarely associated sublingual adenitis; blurred vision, 
disturbance of accommodation, mydriasis, increased intraocular pressure; constipation, 
paralytic ileus; urinary retention, delayed micturition, dilatation of urinary tract. 

Allergic: skin rash, petechiae, urticaria, itching, photosensitization (avoid excessive 
exposure to sunlight), edema (of face and tongue or general), drug fever, cross sensitivity 
with other tricyclic drugs. 

Hematologic: bone marrow depressions including agranulocytosis, eosinophilia, purpura, 
thrombocytopenia. 

Gastrointestinal: anorexia, nausea and vomiting, epigastric distress, peculiar taste, 
abdominal cramps, diarrhea, stomatitis, black tongue. 

Endocrine: gynecomastia in the male, breast enlargement and galactorrhea in the female; 
increased or decreased libido, impotence, painful ejaculation, testicular swelling; 
elevation or depression of blood sugar levels; syndrome of inappropriate antidiuretic 
hormone secretion (SIADH). 

Other: jaundice (simulating obstructive), altered liver function; weight gain or loss; 
perspiration, flushing; urinary frequency, nocturia; parotid swelling; drowsiness, dizziness, 
weakness and fatigue, headache; alopecia. 

Withdrawal Symptoms: Though not indicative of addiction, abrupt cessation of treatment 
after prolonged therapy may produce nausea, headache, and malaise. 


OVERDOSAGE 
There is no specific antidote for desipramine, nor are there specific phenomena of 
diagnostic value characterizing poisoning by the drug. 
Within an hour of ingestion the patient may become agitated or stuporous and then 
comatose. Hypotension, shock, and renal shutdown may ensue. Grand ma! seizures, both 
early and late after ingestion, have been reported. Hyperactive reflexes, hyperpyrexia, 
muscle rigidity, vomiting, and ECG evidence of impaired conduction may occur. Serious 
disturbances of cardiac rate, rhythm, and output can occur. The precepts of early evacuation 
of the ingested material and subsequent support of respiration (airway and movement), 
circulation, and renal output apply. 
The principles of management of coma and shock by means of the mechanical respirator, 
cardiac pacemaker, monitoring of central venous pressure, and regulation of fluid and acid- 
base balance are well known in most medical centers and are not further discussed here. 
Because CNS involvement, respiratory depression, and cardiac arrhythmia can occur 
suddenly, hospitalization and close observation are generally advisable, even when the 
amount ingested is thought to be small or the initial degree of intoxication appears slight or 
moderate. Most patients with ECG abnormalities should have continuous cardiac monitoring 
for at least 72 hours and be closely observed unti! well after cardiac status has retuned to 
normal; relapses may occur after apparent recovery. 
The slow intravenous administration of physostigmine salicylate has been reported to 
reverse most of the anticholinergic cardiovascular and CNS effects of overdose with 
tricyclic antidepressants. In adults, 1 to 3 mg has been reported to be effective. In children, 
the dose should be started with 0.5 mg and repeated at 5-minute intervals to determine the 
minimum effective dose; no more than 2 mg should be given. Because of the short duration 
of action of physostigmine, the effective dose should be repeated at 30-minute to 60- 
minute intervals, as necessary. Rapid injection should be avoided to reduce the possibility 
of physostigmine-induced convulsions. 
Other possible therapeutic considerations include: 
(a) Dialysis: Desipramine is found in low concentration in the serum, even after a 
massive oral dose. In vitro experiments in which blood bank blood was used indicate 
that it is very poorly dialyzed. Because of indications that the drug is secreted in 
gastric juice, constant gastric lavage has been suggested. 
(b) Pharmacologic treatment of shock: Since desipramine potentiates the action of 
such vasopressor agents as levartereno! and metaraminol, they should be used only 
with caution. 
(c) Pharmacologic control of seizures: Intravenous barbiturates are the treatment of 
choice for the control of grand mal seizures. One may, alternatively, consider the 
parenteral use of diphenylhydantoin, which has less central depressant effect but 
also has an effect on heart rhythm that has not yet been fully defined. 
(d) Pharmacologic control of cardiac function: Severe disturbances of cardiac rate, 
rhythm, and output are probably the initiating events in shock. Intravascular volume 
must be maintained by i.v. fluids. Digitalization should be carried out early in view 
of the fact that a positive inotropic effect can be achieved without increase in 
cardiac work. Many of the cardiodynamic effects of digitalis are the exact opposite 
of those of massive doses of desipramine (animal studies). 
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The following is a brief summary only. Before prescribing, see complete prescribing 
information in HALDOL and HALDOL Decanoate product labeling. 

Contraindications: Since the ic and clinical actions of HALDOL (naloperidol) 
Decanoate are attributed to HALDOL as the active medication, Contraindications, Warnings, and 
additional information are those of HALDOL. Some sections have been modified to reflect the 
pr action of HALDOL Decanoate. 

H L is contraindicated in severe toxic central nervous system depression or comatose 

states from any Cause and in individuals who are hypersensitive to this drug or have Parkinson's 
disease. 
Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irrevers- 
ible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially 
elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of 
antipsychotic treatment, which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 
developing tardive dyskinesia and the lixelihood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 
administered to the patient increase. However, the syndrome can develop, although much less 
commonly, after relatively brief treatment periods at low doses. There is no known treatment for 
established cases of tardive dyskinesia, although the syndrome may remit, partially or completely, 
if antipsychotic treatment is withdrawn. NOPR treatment, itself, however, may suppress (or 
partially suppress) the signs and symptoms of the syndrome and thereby g possibly mask the 
underlying process. The effect that symptomatic suppression has upon the long-term course of 
the syndrome is unknown. Given these considerations, antipsychotic drugs should be prescribed 
in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for patients who suffer from a chronic illness 
that 1) is known to respond to antipsychotic drugs, and 2) for whom alternative, equally effective, 
but potentially less harmful treatments are not available or appropriate. In patients who do require 
chronic treatment, the smallest dose and the shortest duration of treatment producing a 
satisfactory clinical response should be sought. The need for continued treatment should be 
reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a patient on 
antipsychotics, drug discontinuation should be considered. However, some patients may require 
treatment despite the presence of the syndrome. (For further information about the cescription of 
tardive dyskinesia and its clinical detection, please refer to ADVERSE REACTIONS, 

Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes 
referred to as Neu ic Malignant Syndrome (NMS) has been reported in association with 
aia pte drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). Additional signs may 
include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. 
The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, 
it is important to identify cases where the clinical presentation includes both serious medical 
illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately treated extrapyra- 
midal signs and symptoms (EPS). Other important considerations in the differential diagnosis 
include central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system 
(CNS) pat y. The management of NMS should include 1) immediate discontinuation of 
antipsychotic drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic 
treatment and medical monitoring, and 3) treatment of any concomitant serious medical problems 
for which specific treatments are available. There is no al agreement about specific 
pharmacological treatment regimens for uncomplicated NMS. If a patient requires antipsychotic 
drug treatment after recovery from NMS, the potential reintroduction of drug therapy should be 
carefully considered. The patient should be carefully monitored, since recurrences of NMS have 
been reported. Hyperpyrexia and heat stroke, not associated with the above symptom complex, 
have also been reported with HALDOL. 

U in Pregnancy: (see PRECAUTIONS - Usage in Pregnancy) Combined Use With Lithium: 
(see PRECAUTIONS - Drug Interactions} 

General: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic drugs, 

including haloperidol. Prompt remedial therapy should be instituted if dehydration, hemoconcen- 
tration or reduced pul ventilation occur, especially in the elderly. Decreased serum 
cholesterol and/or cutaneous and ocular ch have been reported with chemically-related 
drugs, alt h not with haloperidol. See PRECAUTIONS - Information for Patients for information 
on mental physical abilities and on concomitant use with other substances. 
Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders, due to 
the possibility of transient hypotension and/or precipitation of inal pain (if a vasopressor is 
required, epinephrine should not be used since HALDOL may block its vasopressor activity and 
paradoxical further lowering of blood pressure may occur; metaraminol, phrine or 
norepinephrine should be used); (2) receiving anticonvulsant medications, with a history of 
seizures, or with EEG abnormalities, because HALDOL may lower the convulsive threshold. If 
indicated, adequate anticonvulsant therapy should be concomitantly maintained; (3) with known 
allergies or a history of allergic reactions to drugs; (4) receiving anticoagulants, since an isolated 
instance of interference occurred with the effects of one anticoagulant (phenindione). Concomi- 
tant antiparkinson medication, if required, may have to be continued after HALDOL is discontin- 
ued because of different excretion rates; if both are discontinued simultaneously, extrapyramidal 
symptoms may occur. Intraocular pressure may increase when anticholi ic Aus, including 
antiparkinson drugs, are administered concomitantly with HALDOL. When HALDOL is used for 
mania in bipolar disorders, there may be a rapid mood swing to depression. Severe neurotoxicity 
jie ag in patients with thyrotoxicosis receivi tic medication, including HALDOL. 


antipsycho j 
1, 5, 10 mg HALDOL tablets contain F Yeħow No. 5 (tartrazine) which may cause 
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allergic-type reactions (including bronchial asthma) in certain susceptible individuals, especially in 

those who have aspirin hypersensitivity. a 
Information for Patients: Mental and/or physical abilities required for hazardous tasks or driving 

be impaired. Alcohol should be avoided due to possible additive effects and hypotension. 

Bh Interactions: Patients receiving lithium plus haloperidol should be monitored closely for 

early evidence of neurological toxicity and treatment discontinued promptly if such signs appear. 

As with other antipsychotic agents, it should be noted that HALDOL may be capable of 

potentiating CNS depressants such as anesthetics, opiates, and alcohol. l l 

Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic potential of haloperidol 
decanoate was found in the Ames Salmonella microsomal activation assay. 

Carci icity studies using oral idol were conducted in Wistar rats (dosed at up to 5 
mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg dai for 18 months). 
In the rat study survival was less than optimal in all dose groups, reducing the number of rats at risk 
for developing tumors. However, although a relatively greater number of rats survived to the end of 
the study in high dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals. Therefore, not optimal, this study does suggest the 
absence of a haloperidol related increase in the incidence of neoplasia in rats at doses up to 20 
times the usual daily human dose for chronic or resistant patients. In female mice at 5 and 20 times 
the highest initial daily dose for chronic or resistant patients, there was a statistically significant 
increase in mammary gland asia and total tumor incidence; at 20 times the same daily dose 
there was a Statistically signi t increase in pituitary gland neoplasia. In male mice, no 
statistically significant differences in incidences of total tumors or specific tumor types were 
noted. 

Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administra- 
tion. Tissue culture experiments indicate that approximately one-third of human breast cancers 
are prolactin dependent in vitro, a factor of potential i if the prescription of these drugs is 
contemplated in a patient with a previously detected breast cancer. Although disturbances such 
as galactorrhea, amenorrhea, gynecomastia, and impotence have been reported, the clinical 
significance of elevated serum prolactin levels is unknown for most patients. An increase in 
mammary neoplasms has been found in rodents after chronic administration of antipsychotic 
drugs. Neither clinical studies nor epidemiologic studies conducted to date, however, have shown 
an association between chronic administration of these drugs and mammary tumorigenesis: the 
available evidence ms is yeaa too sheet to garde usive at this time. ” 

Usage in nancy: nancy Category C. e use in pregnancy or in women li to 
Pasig bles DION has not been established; use only if benefit eat justifies potential hazards to 
the fetus. 

Nursing Mothers: infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramuscular 
administration in children have not been conducted. 


Adverse Reactions: Adverse reactions following the administration of HALDOL (haloperidol) 
Decanoate are those of HALDOL. Since vast experience has accumulated with HALDOL, the 
adverse reactions are reported for that compound as well as for HALDOL Decanoate. As with all 
injectable medications, local tissue reactions have been reported with HALDOL Decanoate. 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reactions have been 
reported frequently, often during the first few days of treatment. Generally they involved 
Parkinson-like symptoms which ik hi first observed were usually mild to moderately severe and 
usually reversible. types of neuromuscular reactions (motor restlessness, dystonia, akathi- 
sia, hyperreflexia, opisthotonos, oculogyric crises) have been reported far less frequently, but 
were often more severe. Severe extrapyramidal reactions have been reported at relatively low 
doses. Generally, extrapyramidal symptoms are dose-related since ty occur at relatively high 
doses and disappear or become less severe when the dose is reduced. Antiparkinson drugs may 
be required. Persistent ex ramidal reactions have been reported and the drug may have to be 
discontinued in such cases. Withdrawal Emergent Neurological Signs—Abrupt discontinuation of 
short-term antipsychotic therapy is generally uneventful. However, some patients on maintenance 
treatment experience transient dyskinetic signs after abrupt withdrawal. In certain cases these 
are indistinguishable from “Tardive Dyskinesia’ except for duration. It is unknown whether gradual 
withdrawal will reduce the occurrence of these signs, but until further evidence is available 
HALDOL should be gradually withdrawn. Tardive Dyskinesia—As with all antipsychotic agents 
HALDOL has been associated with persistent dyskinesias. Tardive dyskinesia, a syndrome 
consisting of potentially irreversible, involuntary, dyskinetic movements, may appear in some 
patients on long-term therapy or may occur after vale Babul has been discontinued. The risk 
appears to be greater in patients on high-dose , especially females. The symptoms 
are persistent and in some patients appear irreversible. syndrome is characterized by 
rhythmical involuntary movements of tongue, face, mouth or jaw (e.g., protrusion of tongue, 
puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
paniec by involuntary movements of extremities and the trunk. There is no known effective 
treatment for tardive dyskinesia; antiparkinson agents usually do not alleviate the symptoms of 
this syndrome. It is suggested that all antipsychotic agents be discontinued if these symptoms 
appear. Should it be necessary to reinstitute treatment, or increase the of the agent, or 
switch to a different antipsychotic agent, this syndrome may be masked. It has reported that 
fine vermicular movement of the tongue may be an early sign of tardive dyskinesia and if the 
medication is stopped at that time the full syndrome may not develop. Tardive Dystonia—Tardive 
dystonia, not associated with the above syndrome, has also been ed. Tardive dystonia is 
characterized by delayed onset of choreic or dystonic movements, is often persistent, and has the 
potential of becoming irreversible. Other CNS Effects—insomnia, restlessness, anxiety, euphoria, 
agitation, drowsiness, depression, lethargy, headache, confusion, vertigo, grand mal seizures, and 
exacerbation of psychotic symptoms including hallucinations, and catatonic-like behavioral states 
which may be responsive to drug withdrawal and/or treatment with anticholi ic drugs. 

Body as a Whole: Neuroleptic malignant heb (NMS), hyperpyrexia heat stroke have 
been reported with HALDOL. (See WARNI for further information conceming NMS.) Cardio- 
vascular Effects: lap pine hypotension, hypertension and ECG . Hematologic Effects: 
Reports of mild, usually transient leukopenia and leukocytosis, minimal decreases in red blood cell 
counts, anemia, or a tendency toward lymphomonocytosis, agranulocytosis rarely reported and 
only in association with other medication. Liver Effects: Impaired liver function and/or jaundice. 
Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of photosensiti- 
vity, loss of hair. Endocrine Disorders: Lactation, breast engorgement. masiga, menstrual 
irregularities, gynecomastia, impotence, increased libido, hyperglycemia, hypoglycemia and 
hyponatremia. Gasroinioninai s: Anorexia, constipation, arna, DAAN, dyspep- 
sia, nausea and vomiting. Autonomic Reactions: Dry mouth, blurred vision, urinary retention, 
diaphoresis, and priapism. Respiratory Effects: Laryngospasm, bronchospasm and increased 
depth of respiration. Special Senses: Cataracts, retinopathy and visual disturbances. Other: Cases 
of sudden and unexpected death have been reported in association with the administration of 
HALDOL. The nature of the evidence makes it impossible to determine definitively what role, if any, 
HALDOL played in the outcome of the reported cases. The possibility that HALDOL caused death 
cannot, of course, be excluded, but it is to be kept in mind that sudden and unexpected death may 
occur in psychotic patients when they go untreated or when they are treated with other 
antipsychotic drugs. 

IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate is 
administered or prescribed. 

For information on symptoms and treatment of overdosage, see full prescribing informa- 
tion. 
The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms. 
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On May 8th, the American Psychiatric Association will 
present the third annual Psychiatric Institutes of America 
Foundation Awards for Hospital Psychiatry Research 
to Drs. Thomas N. Wise and Alexis Giese. 

Dr. Wise is Chairman of the Department 
of Psychiatry at The Fairfax Hospital and 
Professor of Psychiatry at Georgetown 
University Hospital. Dr. Geise is medical 
director of the Psychiatric Day Treatment 


Center at Georgetown University Hospital and an 
Instructor in the Department of Psychiatry at George- 
town University. 

| We look forward to the outcomes of their 
endeavors to optimize the care of patients in 
psychiatric hospitals. Psychiatric Institutes 
of America congratulates both of these 
professionals on their distinguished careers 
and outstanding achievements. 
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INSTITUTE 
OF 
LIVING 
Topographical Mapping of Brain Electrical Activity: 
Neuropsychiatric and Neuropsychological Applications 
A Symposium 
Friday, October 13, 1989 


8:30 a.m. - 5:00 p.m. 
Hartford, Connecticut 





Clinical Applications of Brain Electrical Activity Mapping in Psychiatry 
Frank Duffy, M.D., BEAM Laboratory, Children’s Hospital, Harvard Medical School 


Event-Related Potential Abnormalities and Schizophrenia 
Stephen Faux, Ph.D., Martha Shenton, Ph.D. and Robert McCarley, M.D. 
Department of Psychiatry, Brocton V.A. Medical Center, Harvard Medical School 


BEAM and Depressive Disorders: Clinical and Research Applications 
Russell Vasile, M.D. Department of Psychiatry, New England Deaconess Hospital, 
Harvard Medical School 


Comparison of Topographical Distribution Findings in Schizophrenia and Depression 
Martin Ford, Ph.D., & John Goethe, M.D., Psychophysiology Laboratory, The Institute of 
Living 


Mapping Behavior Into Brain: “Behavior Imaging” 
Ruben Gur, Ph.D., Brain Behavior Laboratory, University of Pennsylvania 


Electrical Activity Mapping and Neuropsychological Dysfunction 

in Deviant Sexual Behavior 
Leslie Lothstein, Ph.D., Martin Ford, Ph.D. and Geraldine Cassens, Ph.D. 
Departments of Psychology and Psychophysiology, The Institute of Living 


To preregister, send a check for $135 payable to “The Institute of Living” Attn: Ms. Julie McDowell, Office of Public 
Relations, The Institute of Living, 400 Washington Street, Hartford, CT 06106. Fee increases to $160 after July 15. 
Luncheon and refreshments provided. Seating limited to 200. For additional information, call (203) 241-6909. 


PREREGISTRATION: Topographical Mapping of Brain Electrical Activity in Psychiatry 


Name & Title 

Address. City State 
Business Telephone ee Zip 
Organization 
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Thank you, doctor, for helping us give Tommy the care he needed. Your 
referral to the St. Francis Homes was just the right prescription for our 
troubled son. His stay at St. Francis combined with your aftercare was 
exactly the right medicine. 


Thanks to you and St. Francis, Tommy is a changed young man. After 
Just a year in their therapy program and under their full-time supervision, 
Tommy is no longer the hostile and rebellious teenager we saw hanging 
around with the wrong crowd and getting deeper and deeper into trouble. 





vee 


Thanks to you, we found a way to help a boy who didn’t want to be 
helped. We’re now a family once again. 


For informaticn and referral, contact: 
Richard W. Barnett, ACSW 


S F THE Box 1340 
Salina. Kansas 67402-1340 
I. B Call Toll Free — 1-800-423-1342 
| i In New York — 1-800-822-4363 
EPISCOPA 





In Kansas — ©]3-825-054] 
Elisworth. KS © Salina, KS ¢ Lake Placid, NY © JCAHO Accredited e CHAMPUS Certified 


E ORRI St. Francis Homes [59 
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Calendar 


_ For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
` location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


AUGUST 


August 3—6, 4th International Congress on Pre and Perinatal 
Psychology, Amherst, Massachusetts. Contact University 
Conference Services, PPPANA CS 90-2N, 918 Campus Cen- 
ter, University of Massachusetts, Amherst, MA 01003; 413- 
545-2591. 


August 7—12, international congress on “Therapy With 
Amino Acids and Analogues,” Vienna. Contact Prof. G. Lu- 
bec, MA 17, Allgemeines Krankenhaus, Wahringer Gurtel 
18-20, 1090 Wien, Austria. 


August 21-25, World Congress on Mental Health, World 
Federation for Mental Health, Auckland, New Zealand. 
Contact Richard Hunger, World Federation for Mental 
Health, 1021 Prince Street, Alexandria, VA 22314-2971; or 
Dr. M. Abbott, Mental Health Foundation, P.O. Box 37-438 
Parnell, Auckland, New Zealand. 


August 26—30, annual meeting of Alcohol and Drug Prob- 
lems Association of North America, Washington, D.C. Con- 
tact Jeffrey T. Kramer, Assistant Executive Director, 444 N. 
Capitol Street, NW, Suite 181, Washington, DC 20001; 202- 
737-4340. 


August 27—September 2, 10th International Congress, Inter- 
national Association of Group Psychotherapy: “Encounter 
or Alienation,” Amsterdam. Contact Jay W. Fidler, M.D., 
362 Old York Road, Flemington, NJ 08822. 


August 29—September 1, 1st Congress, World Union of Pro- 
fessions, Montreal. Contact Services de Congres GEMS, C.P. 
1016, Succ. Snowdon, Montreal, P.Q., Canada H3X 3Y1; 
514-485-0855. 


SEPTEMBER 


September 4—7, International Medical Congress on the De- 
tection and Examination of Human Rights Violations, Co- 
penhagen. Contact Jette Christiansen, Medical Congress on 
Human Rights, c/o Amnesty International, Medical Group, 
Frederiksborggade 1, 1360 Copenhagen K, Denmark; 01- 
11-89-29. 


September 5—8, 4th Congress of the International Psychoge- 
riatric Association, Tokyo. Contact Akira Homma, M.D., 
Department of Psychiatry, St. Marianna University School of 


Medicine, 2-16-1 Sugao, Miyamae-ku, Kawasaki 213, Ja- 
pan; 044-977-8111, Ext. 3200. - 


September 12—15, 3rd International Congress on Ethics in 
Medicine, Stockholm. Contact Third International Congress 
on Ethics in Medicine, Beth Israel Medical Center, 1st Ave- 
nue at 16th Street, New York, NY 10003; 212-420-4082. 


September 14-16, 5th International Conference of Alzhei- 
mer’s Disease International, Dublin. Contact Alzheimer’s 
Disease International, Conference Secretariat, 12 Pembroke 
Park, Dublin 4, Ireland. 


September 20—24, 1st European Congress of Ericksonian 
Hypnosis and Psychotherapy, Heidelberg, West Germany. 
Contact Burkhard Peter, Dipl.Psych., Milton Erickson Ge- 
sellschaft für klinische Hypnose (M.E.G.), Konradstr. 16, 
D-8000 Munchen 40, West Germany; 089-2180-5175. 


September 22—23, National Conference on Drug Abuse and 
Sport: Prevention, Intervention, Elimination, Baltimore. 
Contact Dr. Michael J. Asken, Chairperson, or Stephen 
Seitcz, Coordinator, Sport Psychology Center of the Shep- 
pard-Pratt Hospital System, P.O. Box 6815, Baltimore, MD 
21285-6815; 1-800-627-0550. 


OCTOBER 


October 9-11, 2nd congress, World Association for Psycho- 
social Rehabilitation, Barcelona, Spain. Contact J.L. Marti- 
Tusquets, University of Barcelona, Casanova 143, Barcelona 
08036, Spain. 


October 10—14, 8th International Forum of Psychoanalysis, 
Rio de Janeiro, Brazil. Contact ADAM Congressos e Eventos 
Ltda., 63, Av. Almirante Barroso, Grps. 1413-1414, Rio de 
Janeiro 20031, R.J., Brazil; 021-220-2781. 


October 11-15, annual meeting, American Academy of 
Child and Adolescent Psychiatry, New York. Contact Vir- 
ginia Q. Anthony, Executive Director, 3615 Wisconsin Av- 
enue, NW, Washington, DC 20016; 202-966-7300. 


October 13—15, 6th International Conference on Multiple 
Personality/Dissociative States, Chicago. Contact Bennett G. 
Braun, M.D., Program Director, ICMP/DS, Rush-Presbyte- 


(Continued on page A25) 
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Asleep at the switch. 
This calls for a switch in antidepressants. 


With PAMELOR there is little daytime sedation. 
Yet all the efficacy of amitriptyline. 


hen patients with depres- 

sion are being treated with 
PAMELOR, they’re able to keep 
operating on all circuits. 

That’s because PAMELOR 
works as effectively as amitripty- 
line,' yet doesn’t keep your patient 
from working. Daytime sedation 
is low*’; consequently, patient 
productivity can remain high. 

What’s more, PAMELOR has a 
low incidence of anticholinergic?’ 
and hypotensive**”'® side effects. 
So, for those patients on another 
antidepressant, a switch to 


For Brief Summary, please see following page. 


© 1989 Sandoz Pharmaceuticals Corporation 


PAMELOR therapy could help 
across the board. 

PAMELOR may impair the 
mental and/or physical abilities 


required for the performance of 


hazardous tasks, such as operat- 
ing heavy machinery or driving a 
car; therefore, the patient should 


be warned accordingly. Because of 


anticholinergic activity, 
PAMELOR should be used 


with cardiovascular disease 
should be given PAMELOR only 
under close supervision because 
of the tendency of the drug to pro- 
duce sinus tachycardia and to pro- 
long conduction time. 


with caution in patients who ® 
have glaucoma ora history of PA 
urinary retention. As with 


all antidepressants, patients 


PAM-189-11 


(nortriptyline HCI) 


The active metabolite of amitriptyline 


gly 


PAMELOR 
nortriptyline HCI) 


The active metabolite of amitriptyline 





10 mg/5 mL 


75 mg 


10 mg 


25 mg 50 mg 


and alcohol 4% 





All the efficacy of amitriptyline’ and 


e little daytime sedation?’ 


e low incidence of orthostatic hypotension?*""" 


e low incidence of anticholinergic side effects?’ 


References: 1. Ziegler VE, Clayton PJ, Biggs JT A comparison study of amitripty- 
line and nortriptyline with plasma levels. Arch Gen Psychiatry May 1977.34 607-612 
2. Thompson TL H. Thompson WL. Treating depression: tricyclics, tetracyclics, and 
other options. Modern Medicine. August 1983,51.87-109. 3. Georgotas A Affective 
disorders. pharmacotherapy. In: Kaplan HI, Sadock BJ, eds. Comprehensive Textbook 
of Psychiatry IV Baltimore, Md Williams & Wilkins, 1985.1821-833 4. Blackwell B 
Peterson GR, Kuzma RJ, Hostetler RM, Adolph AB The effect of five tricyclic antide 
pressants on Salivary flow and mood in healthy volunteers. Communications in Psy 
chopharmacol 1980:4:255-261 5. Bye C, Ciubley M, Peck AW Drowsiness, impaired 
performance and tricyclic antidepressant drugs. Br J Clin Pharmacol. 1978.6 155-161 
6. Kupfer DJ. Spiker DG. Rossi A. Coble PA Shaw D, Ulrich R Nortriptyline and EEG 
sleep in depressed patients Biol Psyctualry 1982.17-535-546 7. Hayes PE. Kristoff 
CA Adverse reactions to five new antidepressants. Clin Pharm. 1986.5 471-480 
8. Roose SP Glassman AH, Siris SG, Walsh BT, Bruno RL, Wright LB Comparison ot 
mipramine- and nortriptyline-induced orthostatic hypotension a meaningtul differ- 
ence J Clin Psychopharmacol. 1981:1:316-319 9. Baldessarini RJ. Drugs and the 
treatment of psychiatric disorders In Gilman AG, Goodman LS, Rall TW. Murad F eds 
Goodman and Gilman's The Pharmacological Basis of Therapeutics. 7thed New York 
NY Macmillan Publishing Co, 1985:413-423 10. Thayssen P Bjerre M. Kragh 
Sorensen Pet al. Cardiovascular effects of imipramine and nortriptyline in elderly pa- 
tients. Psychopharmacology. 1981.74-360-364 


Contraindications: 1) Concurrent use with a monoamine oxidase 
(MAQ) inhibitor, since hyperpyretic crises, severe convulsions, and fa- 
talities have occurred when similar tricyclic antidepressants were used 
in such combinations, MAO inhibitors should be discontinued tor at 
least lwo weeks before treatment with Pamelor™ (nortriptyline HCI) is 
Started. 2) Hypersensitivity to Pamelor” (nortriptyline HCI), cross- 
sensitivity with other dibenzazepines is a possibility 3) The acute recov- 
ery period after myocardial infarction 


Warnings: Give only under close supervision to patients with cardio- 
vascular disease, because of the tendency of the drug to produce sinus 
tachycardia and to prolong conduction time, myocardial infarction, ar- 
rhythmia, and strokes have occurred. The antihypertensive action of 
guanethidine and similar agents may be blocked. Because of its anti- 
cholinergic activity, nortriptyline should be used with great caution in 
patients who have glaucoma or a history of urinary retention. Patients 
witha history of seizures should be tollowed closely, since nortriptyline 
is known to lower the convulsive threshold. Great care is required in hy- 
perthyroid patients or those receiving thyroid medication, since cardiac 
arrhythmias may develop. Nortriptyline may impair the mental and/or 
ohysical abilities required for the performance of hazardous tasks, such 


PAM-189-11 


as Operating machinery or driving a car, therefore, the patient should be 
warned accordingly. Excessive consumption of alcohol may have a po- 
tentiating effect, which may lead to the danger of increased suicidal at- 
lempts or overdosage, especially in patients with histories of emotional 
disturbances or suicidal ideation 

The concomitant administration of quinidine and nortriptyline may 
result in a significantly longer plasma half-life, higher AUC and lower 
clearance of nortriptyline 

Use in Pregnancy- Sale use during pregnancy and lactation has not 
been established; therefore, in pregnant patients, nursing mothers, or 
women of childbearing potential, the potential benefits must be weighed 
against the possible hazards 

Use in Children—Not recommended for use in children, since safety 
and effectiveness in the pediatric age group have not been established 


Precautions: Use in schizophrenic patients may result in an exacer- 
bation of the psychosis or may activate latent schizophrenic symptoms. 
in overactive or agitated patients, increased anxiety and agitation may 
occur, in manic-depressive patients, symptoms of the manic phase may 
emerge. Administration of reserpine during therapy with a tricyclic anti- 
depressant has been shown to produce a “stimulating” effect in some 
depressed patients. Troublesome patient hostility may be aroused. Epi- 
leptiform seizures may accompany administration. Close supervision 
and carelul adjustment of dosage are required when used with other an- 
ticholinergic drugs and sympathomimetic drugs. Concurrent adminis- 
tration of cimetidine can produce clinically significant increases in the 
plasma concentrations of the tricyclic antidepressant Patients should 
te informed that the response to alcohol may be exaggerated. When es- 
sential, may be administered with electroconvulsive therapy, although 
the hazards may be increased Discontinue the drug for several days, if 
possible, prior to elective surgery. The possibility of a suicidal attempt 
by a depressed patient remains after the initiation of treatment: in this 
regard, it is important that the least possible quantity of drug be dis- 
pensed at any given time. Both elevation and lowering of blood sugar 
levels have been reported 

A case of significant hypoglycemia has been reported in a type II dia- 
betic patient maintained on chlorpropamide (250 mg/day), alter the ad 

dition of nortriptyline (125 mg/day) 


Adverse Reactions: Cardiovascular 


Hypotension. hypertension 


tachycardia, palpitation, myocardial infarction, arrhythmias, hee 
block. stroke. Psychiatric—Contusional states (especially in the # 
derly) with hallucinations, disorientation, delusions: anxiety, restles 
ness, agitation, insomnia, panic, nightmares; hypomania, exacerbati 
of psychosis. Neurologic—Numbness, tingling, paresthesias of ¢ 
tremities, incoordination, ataxia, tremors; peripheral neuropathy, extn 
pyramidal symptoms; seizures, alteration in EEG patterns. tinnitt 
Anticholinergic — Dry mouth and, rarely, associated sublingual ader 
tis; blurred vision, disturbance of accommodation, mydriasis, cons 
pation, paralytic ileus; urinary retention, delayed micturition, dilation 
the urinary tract. Allergic —Skin rash, petechiae, urticaria, itching, ph 
losensitization (avoid excessive exposure to sunlight); edema (gene 
or of face and tongue), drug tever, cross-sensitivily with other tricyc 
drugs. Hematologic Bone marrow depression, including agranuloc 
losis, eosinophilia; purpura, thrombocytopenia. Gastrointestinal 
Nausea and vomiting, anorexia, epigastric distress, diarrhea, pecul 
laste, stomatitis, abdominal cramps, black-tongue. Endocrine 
Gynecomastia in the male, breast enlargement and galactorrhea in t 
female, increased or decreased libido, impotence; testicular swellit 
elevation or depression of blood sugar levels; syndrome ot inapprop 
ate ADH (antidiuretic hormone) secretion Other — Jaundice (simulati 
obstructive), altered liver function, weight gain or loss. perspiratic 
flushing: urinary frequency, nocturia, drowsiness, dizziness. weaknes 
fatigue. headache; parotid swelling, alopecia. Withdrawal Symptoms 
Though these are nol indicative of addiction, abrupt cessation of tre. 
ment after prolonged therapy may produce nausea. headache. a 
malaise 


Overdosage: Toxic overdosage may result in confusion, restlessne 
agitation, vomiting. hyperpyrexia, muscle rigidity, hyperactive retlex 
tachycardia, ECG evidence of impaired conduction, shock, congest 
heart failure, stupor, coma, and CNS stimulation with convulsions t 
lowed by respiratory depression. Deaths have occurred with drugs 
this class. No specific antidote is known, general supportive measu 
ae indicated, with gastric lavage PAM-217—1/13/ 
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=mergency medicine. 


Management of severely disruptive behavior: 
Ativan’ Injection with a neuroleptic. 


Rapid tranquilization with a wider 
margin of safety. 

Although neuroleptic agents provide 
an effective means of controlling 
violent or destructive behavior, their 
use is associated with a risk of 
serious and potentially irreversible 
adverse effects.+? Dose reduction 

is the best way to minimize this 

risk, but such a solution may not be 
possible during an emergency. The 
use of ATIVAN Injection combined 
with a low-dose neuroleptic provides 
an alternative pharmacologic 
approach for sedating anxious and 
agitated patients exhibiting severely 
disruptive behavior. 


Clinical experience with this com- 
bination suggests that effective 


Ativa, 


(lorazepam) @ 








n ‘Injection I.M. 


control can be achieved with lower 
neuroleptic doses than when using 
a neuroleptic alone. 


Ativan” Injection: Pharmacologically 
desirable as an adjunct for sedation. 
Unlike other benzodiazepines, 
ATIVAN Injection is readily ab- 
sorbed following intramuscular 
administration,* with peak plasma 
concentrations occurring in approx- 
imately 60 to 90 minutes. Mean 
half-life is about 16 hours and the 
desired sedative and anxiolytic 
effects usually last 6 to 8 hours.>* 
*The additive central-nervous system effects of 


neuroleptics should be borne in mind when used 
concomitantly with ATIVAN Injection. 


Please see the adjacent page for a brief summary of 
prescribing information. 





Calm the patient, 
curtail adverse reactions. 


ST 
VAL LABORATORIES 
Philadelphia, PA 19101 


ATIVAN” INJECTION I.M. 


(LORAZEPAM) © 
DESCRIPTION: Alivan® (lorazepam) benzodiazepine with antianxiety and sadative affects, is intended for 
Mo ft EnS AA i formala aiia pieren Ee 3- hydroy-2H-1,4-benzo- 

iazepin ae, 


esa WANE DORI ANTON inm IE WAIE EAE N o EE wrt pence ag 
A Weare In propytene giya with 2, 0% benzyl alcohol as oreservative. 


patient question! hae dorothy es fis ea 
conditions had realig 


recognition was 

e a a 
sale eaten Rave Gaeta nee rpa lack of recall wers 
noted. As with other nes, upsisadmess, echanced sensitivity to roll ects of atid alcoho! 
and her rugs wao ned a ltd ad rare cases rg han 24 bs 

Studies is heathy adult volumbears reveal that IV lorazepam ia doses up bo 3.5 mg/70 kg does not alter 

sensilmty to stiaulaticg effect of carbon diodda aad does not enhance respiratory depressant effects of 
doses of sind aldo k (arsa determined by carias Cae iaoa) } as koag as patients remain 
ebstruction was observed in rare instances eed Se 


OYERSE REACTION. 

Clinically eciployed doses of lorazepam injectable do not greatly affect the circulatory system in the supine 
position or employing a 70 degree tit test. Doses of 8 to 10 mg of IY lorazepam (2 to 2.5 times maximum recom- 
mended ) will produce toss of lid reflexes within 15 minstes. 

Studas fa six (6) young adults who received lorazepam injection and no other drugs revealed that 
visual tracking (the ability to a moving line centered) was Impaled for a mean of eéght (8) bours following 
4 Tag M lorazepam an Pour (4) Pours folowing 2 mg IM wih canna subject etn, Sida dg ere 

with pantobarhital 150 and 75 mg. Although this study showed both lorazepam and pentoba bital iatarfared 
with eye-hand coordination, data are insufficient to predict when it woald be safe to operate a motor vahide or 
en Ip hazardous occupation or sport. 
IDI AMD USAGE: in adults — for medication, producing sedation (sleepiness or drovrsinass), 
relief of amdety, and decreasad ability to recall events related to day of sargery. Most useful in paseats endows 
about surgical procedure who prefer diminished recali of svaats of day of surgery. 
bel pret gaan enueh par Me Pig ie espn a rae gio and 
aicobel) or acute narrow angie glaucoma. intra-arterial injection is contraindicated as with other 
Pye tee Se ee ee ee 
may reqoire amputating (Ses MARMINGS). 
WARNINGS: PRIOR TO [V USE, LORAZEPAM SHOULD BE DILUTED PATH EQUAL AMOUNT OF COMPATIBLE DILUENT (SEE 
DOSAGE ANE ADMINISTRATION). IV INJECTION SHOULD BE MADE SLOWLY AND WITH REPEATED ASPIRATION. 
CAREFULLY DETERMINE THAT INJECTION WILL NOT BE INTRA-ARTERIAL AND PERIVASCULAR EXTRAVASATICN WALL 
NOT OCCUR. PARTIAL AIRWAY OBSTRUCTION MAY OCCUR IN HEAVILY SEDATED PATIENTS. IV LORAZEPAM, GIVER 
ALORE IN GREATER THAN RECOMMENDED DOSE, OR AT RECOMMENDED DOSE AND ACCOMPANIED BY OTHER DRUGS 
USED DURING ANESTHESIA MAY PRODUCE HEAVY SEDATION; THEREFORE, EQUIPMENT TO MAINTAIN PATENT AIRWAY 
AND SUPPORT RESPIRATION AND VENTILATION SHOULD BE AVAILABLE. 
clea cole ecient 
tip af i en gh No cc se a [3 renal 1 is not 
recommended in hepatic and/or renal fadure. This does not preclude its use in pattents with miid 
ra esl ore Wn bette ued ml oreo o erel disease cst 
lowest effective dose since drug effect may be protonged. Experience with other benzodiazepines and limited 
experiance with parenteral demonstrated that tolerance to concomitant alcohol aed otter CHS cepressants 
ts diminished. As with similar CNS-acting drugs, patients receiving injectable lorazepand shouid not operate 
machinery o motor vehicles or engage in hazardous occupations for 24 to 48 hours. Impairment of performanca may 
persist for intervals because of extremes of age, other concomitant drugs, stress of surgery or ger eral 
conditine of patient. Clinical trials showed patients over SO may have more ad and prolonged sedation with Y 
a. ey an Ital doas 2 ing may ae ee nes cen ee nee ee 

CMS depressants, exercise care in patients given i lorazepam since premature embalstion may result in 
injury from falling. There is no added benaficial effect from adding scopolamine to injectable lorazepam; their 
combioed effect may result in increased incidence of sedation, hallncination and behr joc 
naar Wih GIVEN TO PREERART WOMEN BAY CASE FETAL DAMAGE, fcresiad if cogent 

usa of minor 
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pin suggested in several In humans, blood levats uabilical enrd blood indicate bel seca 
ti. Lek pr ucuronide, Lorazepam should not be used during pregnancy because 
insufficdeat data on obstetrical safety, Including its use In cesarean sectina, dates perdi 
rats and two strains of rabbits showed occasional anomalies (reduction of tarsals, tibia, metatarsals, malrota 
limbs, gastroschisis, mattormad shail and microphthalmia) in drug-treated rabbits without retafionship 10 ioe 
all these anomalies were not present in concurrent control group, they have been reported to occur 
ale i allay e N diaas or m kg p.o. or 4 mg/kg IN and higher, there was evidence of fetal 
resorption and facreased fetal loss in rebbits which was not seen at doses. 
Endescopit: Procedures: There are insofficient data to support lorazepam injection for outpatiett endoscopic 
procedures. Lnpatieat endoscopie p Saag ebay ans equate recovery room observations. Pharyngeal refheses are 
Fol DAIA nessa raa econ B tae? per-oral aedosconic procedures, therefore adequate topical or 
regionai anesthesia is recommended to minimize reflex activity associated with such procedures. 
beards beidabrtrecioaorlpll apo AO ys delet dab ani paella 
barktorates, antidepressants, ey ep pct (CRO, PDEA Yo used concomitantly with or 
and WARNINGS) Lise =dreme care 
injection to elderly or very Ud patieats, or those with fined pulmonary reserve, bacasse of 
priar goprak IRS PRESUDNO OOC Or WOT aey soppor shouid be 
readity avatlatie. Seo WARNINGS aod DOSAGE and ADMINISTRATION). When lorazepam is used Ié as promsdicent 
prior to regional or focal anesthesia, excessive sleeniness or drovesiness may posstity interfere with patient 
Cieni ta elira arestissa oroit, TIES TS most Itsy whan tone Ean O0 Is gwes and narcotic 
analgesics aw osod concomitantly with the recommended dosa (See ADVERSE R 
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Elderty patients should be told jorazepara injection may make tham very stespy for longa 
than 8 to 8 hours surgery. 
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lorazepam injection. Tesis included: CBC, urinabsis, SGOT, SGPT, bilirubin, alkaline phosphatase, LDH, chalssteroi, 
en , Glucose, calcium, phosphorus and total proteins. 

Drag interactions: Lorazepam injection, lke other | bie benmodiazepinas, cas CNS dopressics whon gr 
vit i aba, phenoliazinas barbetarates, a ulna: edie al I dad e Wee sake 
nad concomitantly with injectable lorazepam increased incidence cf sedation, hallucinations and rational behavior 


Dreg/laboratory Test interactions: No laboratory test abnormalities were idantified when lorazepam was given 
alone or concomitantly with another drug, e.g. narcotic analgesics, Inhatstion anesthetics, scopolamina, atropine 
EEn Mitotic Ui 


“pegs rapran elope fei Gandia of carcin enttal emerged in rats and 
cs dwg 288. felis oral lorazepam a Pi net haven Fail : 


Se icacd ath Gal adnata de aoved inca a ail 
rogue Pan Cr raged Se See WARNINGS section. 
Thee satice data for razagarn injection aber and dee, inchuding cesarean 
cece A UES E l TEAS 


yes 


sh ADETA. ce mea Ast pa li ed ag ar 

lorazepam may possibly be excreted in human mitk aed sedate the infact. 

eat hel bb eg ar lg se eo recom misndations for infecta ble 

lorazepam in patients under 18 yoers; therefore, such ase fs not 

ADVERSE REACTIONS: CHS: Most bent adverse effects with injectable lorazepam are extensions of CHS 

one study to rinse lp at COADA A ise o UE 
felled aba opinion can d darathon af 

i a an a Oa coal 6 ORTE) ol eatients 

undergoing regional anasthesia in that they were onable to assess levels of anesthesia in regional blocks or with 

caudal anesthesia. Patients over 50 years sd higher lacidence of eccaeshe sleaplness or drowsiness compared wth 

pee anlar A mathe page Al gre lt a IV (see DOSAGE and ADAUNISTRATION). On rare 


occasions (3/1580), patient was unable to give personal 5 cp antal 1n opetin mom, and oae patient 
wan ti Irs anala © oa A Ser 3 such as rademes, c nfusion, 
depression, nd dalirium occurred in abort 1.3% ae a One patiant injured hinese!f postopera- 


e fos tose AAE eee poser is anoa 1% (4/160 ol oale eal KAT AR AT 
sei-limiting. An occasional patient complained of dizziness, diplopia and/or blurred vision. Depressed hearing was 
infrequently reported during only e a ori topde prolonged recovery room sisay, because of 
pei ketepi dei ales eh ore nr P re ete a 

dakik aain ka miai d ischarged day after recehing injectable 
one patient complained of samme unstsadiaess of galt and reduced ability to perform complex 
siccholic beverages was reperted more than 24 hours after jajectabte 


Locat Effwete: LM m resutted in pain at infaction site, a sensation of burning, or observed redress in the 
same area it d slr a lela ala igi E a a T ag dear 
Hibbard Helles postinfection period, and about 1.4% (12/859) at 24~-how observation time. Reactions 
at injection site tea) cored ih about 2% (17/85) in media nection period, and were present 24 
hv sat OSX (765, Wma din in in 13/771 pattents or aboot L6% immediately 
and 24 hours later 4/771 ar about 0.5% still of pain. Redness did not occur 


ag A dere patients at 24-hour period (incidenca ls similar to that observed with TY 
infusion hrazepam was 


Cartilovascatar System: Ayton) ond aoaaa €: 15) ire a E an lene 
ee oe neo 

Respiratary System: Five patients (5/446) who underwent mgtonal anesthesia were observed to baye partial airway 
Se TATR ee ee a En at time of nde fl 
under-ventilation, immediata attention to tha 3 ae i iiy ce to 


manage this (see also CLINICAL PHARMACOLOGY, 

Othar Artverse Experiences: Skio rash, mausa and meeting i early ied pti Heme 
injectable lorazepam with other drugs during anesthesia 

BROS ABUSE AND DEPENBENCE: As with other borandlazoioes, hrarepam injection kes a tow potential for abuse 
aad may lead to Hmited nce. Although there are no sock clinical data for injectable lorazepam, repeeted 
doses aver 4 prokonged Of Lime ray rexuft In faltea physical end psychological dependence. 
OVERDOSAGE: Overdosage of benzodiazepines is usually manifested by varying degrees of CHS depressinn rangmg 


re es hades ee ode drowsiness, mentat and lethargy; in more 
serka cases atodi, is, stages ana to three coma and, very 


R AA d bel needed. With tnctioring 
intravenous fluids and 
she e atapi erii siape mre ah a renal dialysis and exchange blood 
transfusions may be indicated. Published reports lodicate that Ff infusion of 0.5 to 4 mg see epee 

| mg/minute may reverse symptoms and signs so of central anticholinergic 

disturbance, visual disturbances, hallucinations, am); ee hazards associated with e i7 (Le., 

induction of seizures) should be welghed agalnst possible clinica 

Scie es NOSSO ts a tz a caus Ese Gal wea 

E ea E aa a a E S A 
ferme ction: For deuteron ual MA dosan of zea is 0.05 m up 
to maximus of 4 mg As with af promedicants, individualize doss Gee siso CLINICAL 


eal las PO tia pirar of sedation and relief of anxiety, usual recommended Initia! [Y dose 
of lorarecacn is 2 mg total, or 0.02 ngh OWA m , whichever i smalter This dose will suffice for 


most adults, and should not ordinary be ercaaded În nats over 50 years, in patients In whom p (Ike!TInood 
of lack of recall for perioperative events would be larger doses ~~ as high as 0.05 total of 4 
~~ Way be given (See CLINICAL PRECAUTIONS and ADYERSE Doses of 
injectable CAS depressants shouid ordinarily be redoced (See PRECAUTIONS). for optimum effect, measured as 
lock of recat, N Should ba administered 15 to 20 minutes before 


TO Y USE OF 


PAPAA ee ee mie res shee 
lorazepam can be e sulfate, narcotic analgesics, other pareatarally used 2 commonly 
used anesthetics, and musce nts. immediately prior to TY usa, Jorazapam infectina must be d with an 
listed the drug may be injected directly into a veir o into the 
shouid aot 2.0 ng par mloute. Lorazepam in is 
purposes with: Sterile Water for infection, USP Sodium Chloride infection, USP. 5% Dextrose 


BO IFPI ta nop) ti, Mh ai gd ile ats an a TOEB 
2 mgmt, NDC 0008-0581; 1 mf aod 10 mi vials and 1 mi ff in 2 mi TUBEX. 

Sean de a CPA Pode ee e LE a 

For Ot or IY In a Ea W ed dele hee 

Directions for B@atien for IY Use: To ad ig pre Fur TUAL — (1) Extrude entire amount of 
air in halt-filled TUBEX. (2) Stowly aspirate desired volume of cath A on plunger to 

AECA ONE Oe eco A Maea mh coana E by gently inverting repeatedly 
homogenous solution results. Do not shake vi as thls will result In air antrapmant. For Vial — Asptrate 
desired amount of lorazepam injection Into syringa. proceed as described under TUBEX 
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rian-St. Luke’s Medical Center, 6130 North Sheridan Road, 
Chicago, Illinois 60660; 312-508-6440 or.508-6442. 


October 13—19, 8th World Congress of Psychiatry, World 
Psychiatric Association, Athens, Greece. Contact Dr. Con- 
stantin R. Soldatos, Department of Psychiatry, Eginitiou 
Hospital, 74 Vassilissis Sophias Avenue, Athens 11528 
Greece; 30 1 72 23 670. 


October 18—21, annual meeting, American Academy of Clin- 
ical Psychiatrists, St. Louis. Contact Alicia A. Muñoz, Exec- 
utive Secretary, P.O. Box 3212, San Diego, CA 92103; 619- 
298-4782. 


October 19-22, annual meeting, American Academy of Psy- 
chiatry and the Law, Washington, D.C. Contact Jonas R. 
Rappeport, M.D., Medical Director, 1211 Cathedral Street, 
Baltimore, MD 21201; 301-539-0379. 


October 26-29, 47th annual conference, American Associa- 
tion for Marriage and Family Therapy, San Francisco. Con- 
tact AAMFT, Department C, 1717 K Street, NW, #407, 
Washington, DC 20006; 202-429-1825. 


October 76-29, annual meeting, Academy of Psychosomatic 
Medicine, Las Vegas. Contact Evelyne Hallberg, Executive 
Director, 5824 N. Magnolia, Chicago, IL 60660; 312-784- 
2025. 
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In depression 


PRSZAC 
fluoxetine hydrochloride 


a potent serotonin reuptake inhibitor... 
represents a new class 
of antidepressants?’ 





Effectively relieves depression* 





Unlike the tricyclics, Prozac 
specifically inhibits serotonin 
uptake. Its minimal action on other 
neurotransmitters may explain its 
favorable side-effect profile. 





Fewer side effects to disrupt 
sherapy 





side effects are generally mild and 
nanageable, and include nausea, 
inxiety/nervousness, insomnia, 
und drowsiness 








Avoid using MAO inhibitors 
concomitantly or in proximity 
to Prozac 





Rash and/or urticaria occurred in 
4% of clinical trial patients 





A wide margin of safety 





20-mg once-a-day therapy 





PROZAC... 
A specifically different 
antidepressant 


1. Curr Ther Res 1986;39:559-563. 
*As defined by DSM-III. 





See adjacent page 
for brief summary of 
prescribing information. 
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Prozac” pts —There have been greater than twofold Increases of incidence in Controwied CAnical Trials — Tabte 1 enumerates adverse event 





SOUS stable piaua levels of other antidepressants when Prozac has been thal occurred af a of 1%orme Prozac-treated patients whi 
fluoxetine hydrochloride administered in ira rel ote repens when Prozac hs Ben Pa DODA i DOA Aad LM LAr AAA PTCA al MACAO The PISTA 
Brief Sunrazery: Consult the package Steratere fer compiste TORN a a ENa ip EE OA ENS E TO be prs DA LAOA 1O Dia Mie alaena o 











prescribing hriormalisn, 


ladicetos. Prozac is indicated for the treatment of depression. 

he ia ; Prozac is contraindicated in patiants imow to be hypersen- 
bcs pry denllnllbeesr rao Data on the effects of the com- 
use Of fluoxetine and MAO Inhibitors ere limited. Their combined 





establishing the ; COSTART terminoio 
of ECT and fvoeeting, A single report of a has been used to classtly reported adverse events. The frequ resented 
to Proza 


raison of MACI shorty after discontinuation of froxsine. prolonged seizure na patient on fraes has bean re therefore, represent the proportion of the 5,800 individuats 
REIS and — During premarketing testing of morethan = Carcinogenesis, Mutagenceis, Impaiment ol — There is no evi- iin ecpeslinccad ah ever! Gnd tine chad On a eas One Cocaine 
ee roximately 4% developed a reth and/or dence of carcnogenlely, mutaganictty, or im of with Prozac.  recatving Prozac. All reported events are included except thoss already [sted ir 
urticaria. y Cases, a tard wore treatment intstration of flxoxsting to rats and mice for two years at tabiss, C farms so general as to be uninformative, and thost 
wear tA DIB TLEN arder Ayaat Bgas with the to approdmately 7.5 and 9.0 tmes the events where a drug cause was remote. R is important to emphasize that 
rash. Clinical findings repo n wih rash inclode fever, ukOCy- (90 mg) respectively produced no evidenca of atthough the events reported did occu during treatment with Prozac, they wert 

as, edema, carpal wnnel syndrome, oy no od ie aae ee Donn pova o a i wars mol neccesary caudedby & thin boty a 

patents based on ng assays: bacterial motsfion assay, DNA repair essay in vents are classified within body system categories and enumerate: 
improved with discontinuation of flucwtne adjunctive reat-  cutured rat mouse csay, and in vivo sister chromaiid in order of decreasing frequency using the following definitions: frequen 
Ich tela lh dl ASSE ing these events 0 assay in marrow chis. scores events are Gekued #9 hose ocouiing on One or more occasions in a 


re ee 
Miness. in nahar patent was there an 
considered ip have a leukocytociasfic vasculllis, and fhe 


te 





erythema Several oiher patients have 
re m A a Sad Gitar wien i true fi i a 
ua- maximum daty human dose (60 respectteety and have revealed no postural hypotension 
syndrome, or chance esociafon of ash wi oa signas ES cf hari to be fonia cubis Prae There ts, however NA AACD ie Rare: AV block (I la, bundle-branc! 
and symptoms 0f different stiokogy or pathogenesis, is unknowable st fis point Sra Wel: controlla shiches in pa women. Because animal reproduction block, cerebral Ischemia, myocardial! thromboohiebitis, vascula 
in he drug's d eae ore ee Muman rasponsa, ie drug shouid be usad headache, and reniicuter 
Reassunng is the inoviedge, cited practi bid nat Eepo Ba di Ker ended — Frequent: increased appetite; infrequent 
sotana ang ba wb Even Citu gh Amot two PRGS o! iosa cece A ey agra bali of Prozac on labor and delivery In humans is eructasion, esophagitis, gastritis, cinghits, glossitis 
rash continued fumate without any consequence, the Iver function tests elena, uot, ad Rare: blood; 
should discortinne Prozac upon appearance of rash. Uva PN ble wed EEEE an RS. in what amount this d cholecystitis, cholnilttiasts s, duodenal utcer, entertts, ga 
Precautions: Geren — Tn rly sch an drug or its metabolites are excreted In human miik. Because a many Rashid Incontinence, hematemens, healer hepetomenaly hryperch 
Insomnia were reported to with Prozac. excreted in himan milk, caution should be exercised when Prozac Increased salvation, jaundice, Iver tenderness, mouth ulceration, 
bed to drug discontinustion in 5% of palais rested with Prozac. tered io a no wo gand eniargemant, stomach ulcer, tongue discoloration, and tongus edema. 


asn. and 
~ Significant welght loss, miner i — Safety and sffoctveness in chidren have not bean E rain a a a oa i Kyperthry: 









; Usage in the EXterty— Prozac has not been systematically evaluated in ofder hymnphadenopatiry 
red chica, spa ol tr verma a patients; however, several hundred o patents have a, ymphocytos/s. 
experienced anorexia. This ls approcdnaiely shold thet sean in  shidias with Prozac, and no unusual phenomena Seite Ciera A noite e noe 
placebo controls. A weight joss of greater than $S% of body weight occurred in been identified, Howser. thene data are insufficient t rus out poesitio Frequent: weight loss; infrequent: genenaiized 
Ua o Daaris Iene WE ce Comparado AS O er and 3% af kge OO ATERS AE il a pp in oiderty pafents who pe er aera, a Wagga; are eyed 
tioyctic-snddepressanttreated patents. *, only have patents have concomtant mic Of who are concomftart d EYA. pel ge aad reac: 
been discontinued from treatment with Prozac because of WSS. Hyponatremia -- cases of hyponatremia (some with serum 
f premarkeing hypomania = ower than 110 menol/L) have been reported. The hyponatremia appearsd to be buscutosketetal System : , bone pain, bursitis. 
or mama occurred in appiindmataty 1% of flvoxstine-treated Acti igh WOD apres ed Ao fos cases we compl ENCSyTHOVTES, inng, Rare: bone necrosis, chondro , DUSCH 
vation of omania has ato bean in a smal rton AIVE DI DON AE E DOTOS, ee pathological frectura, and rheumatok 
of patients with Affective Disorder with other ani insporopriste anfSdlurstic hormone secretion (HADH). The ota 
occurrences have been in eider and in pafients taking or who — Frequent abnormal dreams and agitation: infrequent 
the of promarketing dnt ae akarsa aii a g a ana One ston, convudsion, detusions, Bech 
course ; 
(or events described as poral having been sezures), a nite of 0.2% that Ee ee ete an cumin tion, emotional labiiy euphoda, hallucinations, hostility, hyperkinesia 
appears tn ba imir to associated with otar marketed antidepressants. fncldenne EONI placebo-treated patients wore: nervous PEDT oq hypesthasia, Incoord nation, Ibido t , manic reaction, neuralgia, nav 
Prozac shouid duced with care in patherts with a history cf seizures. : ' awn Heck CONE D verugo: Aare: normai & 
inckding arm  oervasnens, apd Taonia: owaness and tgs 0 ce rem, antisocial reaction, chronic brain rome, cireumore 
nausea, and Clarthea, and dizziness or I drome, hypertonia, myoclonus, mystagrmus Tardive. TAIN 
May LOO MIREA ho tovepews Fite: M UG precraeeang MAc tae dooeaae depo ec | 
a tron ia re a Metal Baceuse  ‘aecontinued treatment due to an adverse event. Tiare conenen events 8 Sain parva 30 pean Fee 
“ian et he ke hone ) ee Ess) oe primarily nervoceness, 
slong eam parent drug se days) uni md 1r e GLA) pry hemoptyss, hyp, arya jung edema, ing fibrosis/alvecitis, anc 
ly tepid T as a whole (1.5%), primarily 
TAES ME Ruano ae rea a 
Sg ee 2 écoloration, ahn hycertrooiy 
ras 
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Or hemodynamic responses corneas 
Faconatng has nat been evatuatad or used tn any appreciable exer In Paari Fespcrtag “a lesion, deafness, dipiopfa, eye hemorrhage, glaucoma, ifs, ptosis, strabis 
patients with a recent history of myocardial infarction or unstabje heart dis- Body System Press = Placebo Body Syswty Prozac mus, and teste loss. 
pase. Patents with these diagnoses ware sysentitically excluded from cinica! 9 Adverse Event’ = (N™ 1,730) (W=78%) 0 AdvreeEwot* = (= 1,730} Kor ~ Infrequent: abnormal à , amenorrhea, breas 
studies the product's p ‘esting the electrocardlo- iiss Body a s Whole Lape Cony fibrocystic breast, im . sukorther, menopause 
grams of 31 who received Prozec in double-hiind reiro- Haedache 203 165 Aata. 44 tg agis, ovarian disorder, urinary 
no conduction abnormalities that resufted in heart block Hervoueness 149 Bs tector, vrs 34 af urgency, urination impaired, snd vaginitis; Aare: abortion, albuminuria, breas 
were observed. mean heart rate was reduced by epproxdmatety three becmnnita be at ool i 14 ores Arii [rameh ri, 
Drowsiness i rrhoa, a, orchids, potyurta, 8 
in subjects with cirrhosis of the Tiver, the clearances of fluoxetine and its = UY 7 F en e ‘| puria, sxbiogta, ute pain , Urinary tract disorder, uroithissis 
activo matabolite, narfiuoxetina, were decreased, thys increasing the cimine- Dirias 67 33 rfman 12 15 a, ulerine spasm, and vaginal hemorrhage. 
ton half-lives cf these substances. A lower or ass frequent doss should be agn, a2 11 —Yoluntary reports of adverss events temporal) 
used in patients with cirrhosis. 18 13 Piece with Prozac thai have been rmscetved since introduction arx 
Since roetine bs metabotized, excretion Defrag pect in er 7 20 respiratory pall fi no reiafionshin with the drug incirde the following 
urine is @ minor route of Howea, until adequate numbers of LUbida, infecton 78 6.0 vaginal Ing afte drug withdrawal, 
with severe renal impatrment have bean evaluated during chronic derieased t5 z jea i i bocytop 
wi faut shoud be used wih caudon In such palenta W 3 T ntanna 27 12 oes ott Experience —As of December 1987, there were twe 
ayy Toa grt Weg oe we ps ae oe Oa agea s na SHRI among sprain 38 poor of acut eons wen cre 
about òporati hazardous machinery, heldi ding aukomnoblles, unt! oered G = Headache, m a me OF Be np age ng oan 
they aro roszsonably ` that tha drug treatment dose not affect them "acrins, r1 10.1 Sausti 21 20 an undetermined amount of of frucazstin 
information for Patents -Physicians ae advised to discuss tne folowing rata me lee. a fot pe es Ror 
tesues with patients for whom tre 60 Carini 
e UA A oarit pakon 5 3 o E othar pale wto reported took 3,000 of fuaxeting experiance: 
paties should be adviee! 1 niort Gul physicoen H hey orang plan aris a4 29 ra MR E IR So hbk decd ecm Alba cde a 
to take any preacripdon or over-the-counter drugs hol. vomtag 24 13 Pain, jor 12 1. (see Manageme ). r 
plist be advo Te pryl ay bein pega Teste change “2: = Pan, reece 12 10 A Bo cup ia Yomani. a 
laeda pale) sll gral rot rina i ance a HH ab, par stn rg ae pir Rael dha El e NOE dele p 
Patonin SS 1o IVa In Ry MLK K Oy OS OER ETN ai a a E E and other signs of CNS excitation. Except for the twa 
hives. pamana B4 38 Frequent PY 2472 DPP [111708 
~ tests recommended. Fasti 27 1.8 wicerfion 1.5 ~ 
FE I e e TO u a a P a yi Prais 24 14 M iiy E 
mechanisms (e, pharmacodynamic, pharmacokinetic 
or enhancemezt, stc) is a possibly (see Accumulation and Siow Special bsn AOON ANDRTIENOA AAMI 19 E POESIAN Oe) OQUEE! MOm 
dhas 2i 18 
~ Five recebring Prozac in combination with tryptophan Dista ducts Company 
adverse reactions, Inchuding agitation, resfleseness, and gas- DISTA Pro 
trointestinal distress. “Evarts reported by et iaat 1% cf Prozac-wered patients are included. Division of Ell Lilly and Company 
Moncarmune Oxidase inhibitors — See YArmngs. ~. Incidenca lees than 1%. indlanapolls, Indiana 46285 


Prozac® (fuoxetine hydrochioskds, Diste) Prozac® (fuoxstine hydroctioride, Dista) Prozac® (ucxetine rydrochiorkds, Dista} 
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Diagnostic Edge. 





The Cadwell Spectrum 32. 
More objectivity in 
psychiatric diagnoses. g 


As new technologies pro- 
vide more insight into brain 
function, psychiatry is inte- 
grating more objective data 
into diagnosis. The Cadwell 
Spectrum 32 Neurometric 
Analyzer provides the most 
comprehensive evaluation 
of brain electrical activity 
available. And gives you 
the diagnostic edge in 
corroborating a number of 
psychiatric disorders. 


Neurometrics provides 
accurate differentiation. 


The Spectrum 32 samples brain activ- 


ity from multiple scalp locations 
simultaneously. Then through a proc- 
ess called “neurometrics,” it extracts 
objective features and statistically 
evaluates these measurements relative 
to a normative database to detect 
abnormalities. 


Canvricht 1989 Cadwell I_ahnrataries 


The Neurometric Analyzer 
goes beyond merely 
identifying a problem. It 
compares the patient’s 
EEG profile to those of 
a variety of disorders, 
extracted from the 
Neurometric Psychi- 
atric Database of more 
than 5000 evaluations. 
Then it calculates the 
probability that the 
patient’s profile cor- 
responds to profiles 
me characteristic of: 
Learning Disabilities, 
Alcoholism, Dementia 
(Vascular vs. Non Vascular), 
Multiple Infarct Dementia, and 


Major Depression (Unipolar vs. Bipolar). 


An objective adjunct to 

clinical diagnosis. 

The Spectrum 32 provides invaluable, 
accurate insights into brain dysfunc- 
tions. Although it does not replace 
clinical diagnosis, it does give you 
objective data presented in numerical 





f 





tables, waveforms and topographic 
maps to support your clinical con- 
clusions. And to help you evaluate 
response to treatment more precisely. 
With the Spectrum 32 you not only 
can evaluate your own patients with 
new objectivity, you can also provide 
a referring lab service for your col- 
leagues. Quantitative EEG measure- 
ments can be taken quickly by an 
EEG technologist, so you can add this 
service without taking too much time 
away from your current patients. 


More than “how-to” training. 

In addition to courses on neurometrics 
and brainmapping, Cadwell offers 
marketing expertise and reimburse- 
ment information. Everything 

you need to help you make the 
system economically — as well as 
clinically — viable. 


Find out how the Spectrum 32 
can give you the diagnostic 
edge. And how it can brighten 
your practice's financial 
picture. Call 1-800-678-6655 
or 509-735-6481. 


Your Clinical Link To Advanced Technology. 





CADVeLL 


A29 


Books Received 


The Development of Children, by Michael Cole and Sheila R. Cole. 
New York, Scientific American Books (W.H. Freeman and Co., 
distributor), 1989, 678 pp., $36.95. 


Depression After Childbirth: How to Recognize and Treat Postnatal | 


Illness, 2nd ed., by Katharina Dalton. New York, Oxford Univer- 
sity Press, 1989, 161 pp., $10.95 (paper). 

Anorexia Nervosa and Other Dyscontrol Syndromes, by E.L. Edel- 
stein. New York, Springer-Verlag, 1989, 114 pp., $35.00. 

Handbook of Geriatric Assessment, by Joseph J. Gallo, M.D., 
William Reichel, M.D., and Lillian Andersen, R.N., Ed.D. Rock- 
ville, Md., Aspen, 1988, 220 pp., $29.50. 

The Essential Partnership: How Parents and Children Can Meet the 
Emotional Challenges of Infancy and Childhood, by Stanley I. 
Greenspan, M.D., and Nancy Thorndike Greenspan. New York, 
Viking, 1989, 250 pp., $18.95. 

The Dance of Intimacy: A Woman’s Guide to Courageous Acts of 
Change in Key Relationships, by Harriet Goldhor Lerner, Ph.D. 

. New York, Harper & Row, 1989, 244 pp., $17.95. 

Victims No Longer: Men Recovering From Incest and Other Sexual 


Child Abuse, by Mike Lew. New York, Nevraumont, 1988, 393 
pp- $19.95. 

Clinical Physiology of Sleep, edited by Ralph Lydic and Julien F. 
Biebuyck. Bethesda, Md., American Physiological Society (New 
York, Oxford University Press, distributor), 1988, 228 pp., 
$49.00. 

Foundations of Object Relations Family Therapy, edited by fill 
Savege Scharff, M.D. Northvale, N.J., Jason Aronson, 1989, 478 
pp., no price listed. 

In Bad Taste: The MSG Syndrome, by George R. Schwartz, M.D. 
Santa Fe, N.Mex., HealthPress, 1988, 111 pp., $14.95. 

Surviving an Eating Disorder: New Perspectives and Strategies for 
Family and Friends (1988), by Michele Siegel, Ph.D., Judith Bris- 
man, Ph.D., and Margot Weinshel, M.S.W. New York, Perennial 
Library (Harper & Row), 1989, 216 pp., $8.95 (paper). 

Health Psychology and Public Health: An Integrative Approach, by 
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Sleep Disturbance in Posttraumatic Stress 
Disorder: Pathogenetic or Epiphenomenal? 


| n “Sleep Disturbance as the Hallmark of Posttraumatic Stress Disorder” in this 
issue of the Journal, Ross and colleagues present a provocative, thoroughgoing, 
and critical review of the extensive literature related to posttraumatic stress disorder 
(PLSD). The authors’ thesis is that the dream disturbance associated with PTSD may 
be relatively specific for this disorder and, hence, that PTSD may be fundamentally 
a disorder of REM sleep mechanisms. 

This thesis can be placed within the venerable theoretical framework that has 
posited an affective information-processing function of REM sleep. Specifically, the 
concept that REM sleep and dreaming are involved with, and perhaps necessary for, 
emotional problem solving has been suggested by Breger (1), Greenberg and Pearl- 
man (2), and, most recently, by Cartwright (3). Common to such experiences as 
combat, bereavement, divorce, and other major stresses is the need for enormous 
cognitive-affective reorganization and reshaping. In this psychological model of 
REM sleep, Cartwright has suggested that REM sleep disturbance after mood- 
disturbing events is “an indication of a difficulty in handling waking dysphoric 
states, particularly in those with traits that preclude easy adaptation to the precip- 
itating event” (3). The model would therefore predict that the severity of dysphoria 
after mood-disturbing events (e.g., divorce, bereavement, combat) will correlate 
significantly with REM sleep alterations. As predicted, in the only controlled study 
of REM sleep after a major mood-disturbing event, Cartwright (3) reported that in 
women undergoing divorce, more depressed subjects had shortened REM sleep 
latencies (i.e., time from sleep onset to REM onset) and irregular REM sequence— 
both findings similar to those noted in endogenous depression (3). At 1- to 2-year 
follow-up, the REM latencies of those initially most depressed remained at a lower than 
normal level, a finding suggestive of trait-like vulnerability to future depressions. 

Viewed in this context, the claim of Ross and colleagues (that the dream distur- 
bance of PTSD may be relatively specific) becomes controversial, but this is not to 
deny the heuristic value of the authors’ speculation that PTSD may be fundamentally 
a disorder of REM sleep mechanisms. Similar suggestions have also been made with 
respect to endogenous depression, specifically, that enhanced REM sleep “pressure” 
plays a role in the pathogenesis of depression (4, 5). Restated somewhat, this view- 
point argues that suppression of REM sleep by antidepressant medication is the most 
reliable finding to correlate with favorable clinical response and, indeed, that 
“relief” from REM pressure is the neurobiological basis (sine qua non) of antide- 
pressant efficacy (5). Taking the argument one step further, it is not yet known 
whether psychological interventions with proven antidepressant efficacy (e.g., cog- 
nitive behavioral therapy, interpersonal psychotherapy) also produce a normaliza- 
tion of REM sleep cyclicity and density concurrent with their healing effects. How- 
ever, if REM sleep and dreaming are fundamentally involved in emotional and 
cognitive reshaping, and if abnormalities in REM sleep cyclicity and density there- 
fore represent a breakdown in the patient’s ability to adapt, then recovery from 
depression, bereavement, or PTSD alike (however mediated) should be accompanied 
by normalization of REM indicators. The question then becomes whether such 
normalization of REM sleep means that the intervention (psychological or pharma- 
cological) has also had a protective (or prophylactic) effect. 

The empirical evidence for Ross and colleagues’ hypothesis (viz., that the funda- 
mental structure of REM sleep behavior is disordered in PTSD) will be viewed by. 
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some as not very compelling, but rather as indirect and circumstantial at best. What 
type of empirical evidence would be necessary to support the view that dysfunctional 
REM sleep mechanisms are involved in the pathogenesis of PTSD? What is needed 
is more direct, quantitative information on the extent of overlap (and hence, spec- 
ificity) between severe, recurrent anxiety dreams and rigorously defined PTSD. In 
addition, to my knowledge, we have little or no direct electroclinical evidence that 
anxiety dreams in PTSD are REM-sleep rather than non-REM sleep phenomena; 
and we have no evidence from controlled studies showing a reliable difference be- 
tween REM-sleep and non-REM sleep mentation in PTSD. The apparent absence of 
consistent, solid, empirical support for abnormal REM sleep findings in PTSD (in 
contrast to depression) may be due partly to the failure to control for duration of 
PTSD and for the presence of concurrent depression, anxiety, and drug use. All of 
these factors represent important sources of variance (“noise”) in psychiatric sleep 
research. Furthermore, apart from their clinical value, we need controlled studies of 
the pharmacotherapy and psychotherapy of PTSD-related sleep disurbance, partic- 
ularly if we are to make reliable inferences about the putative role of disordered 
REM sleep behavior in the pathogenesis of PTSD. To my knowledge, such studies 
have not been published. 

Finally, we are left with the uncertainty as to whether sleep disturbance in PTSD 
is close to the pathogenesis of this disorder (as Ross and associates suggest) or is 
merely epiphenomenal. (If the former, how and why does the patient’s response— 
intense, repetitive dream experience—become the core process of the disorder?) I 
prefer to think that Ross and colleagues are right on this issue, because if they are 
not, the whole enterprise becomes scientifically uninteresting. To dissect this issue, 
we will need experimental paradigms that use naturalistic and pharmacologic probes 
to reveal the response capacity and regulatory integrity of the sleep system in PTSD. 
Why not simply transfer paradigms with proven utility in depression sleep research 
to PTSD? For example, probes such as sleep deprivation (6), REM sleep deprivation 
(5), and arecoline (7) have generated much information about the interrelatedness of 
sleep and mood regulation in depression. Similarly, might not the use of a cholinergic 

` probe, such as arecoline, allow Ross and associates to test directly their hypothesis that 
PTSD involves “a problem in the timely recruitment of the entire ensemble of CNS 
processes which define REM sleep”? Lactate infusions during sleep might be an infor- 
mative way of exploring the homology of PTSD and panic disorders. . 

On balance, Ross and colleagues have written an engaging and scholarly paper 
that cites both negative and positive evidence. Their contribution also attests, in my 
opinion, to the enduring intellectual vigor of psychiatric sleep research. 
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Sleep Disturbance as the Hallmark 
of Posttraumatic Stress Disorder 


Richard J. Ross, M.D., Ph.D., William A. Ball, M.D., Ph.D., 
Kenneth A. Sullivan, Ph.D., and Stanley N. Caroff, M.D. 


The reexperiencing of a traumatic event in the form 
of repetitive dreams, memories, or flashbacks is one 
of the cardinal manifestations of posttraumatic stress 
disorder (PTSD). The dream disturbance associated 
with PTSD may be relatively specific for this disorder, 
and dysfunctional REM sleep mechanisms may be in- 
volved in the pathogenesis of the posttraumatic anxi- 
ety dream. Furthermore, the results of neurophysiolog- 
ical studies in animals suggest that CNS processes 
generating REM sleep may participate in the control of 
the classical startle response, which may be akin to the 
startle behavior commonly described in PTSD pa- 
tients. Speculating that PTSD may be fundamentally a 
disorder of REM sleep mechanisms, the authors sug- 
gest several strategies for future research. 

(Am J Psychiatry 1989; 146:697—707) 


s described in DSM-III-R, posttraumatic stress 

disorder (PTSD) is characterized by the reexperi- 
encing of a traumatic event in the form of repetitive 
dreams, recurrent, intrusive daytime recollections, and 
dissociative flashback episodes. In addition to a numb- 
ing of responsiveness to the outside world and various 
cognitive and dysphoric symptoms, evidence of exces- 
sive arousal, including exaggerated startle responses, 
completes the array of clinical diagnostic criteria. 
While symptoms of depression, anxiety, and irritabil- 
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ity, along with violent behavior and substance abuse, 


are generally viewed as secondary or associated fea- 
tures, it has been suggested that the cardinal manifes- 
tation of PTSD is the reexperiencing of the trauma in 
any or all of the aforementioned forms (1). Brett and 
Ostroff (2) have argued that the repetition of traumatic 
imagery, in the form of dreams, pseudohallucinations, 
or flashback episodes, forms one of the two crucial 
components of PTSD symptoms, the other being de- 
fensive responses to the tendency to reenact the 
trauma. 

The sleep disturbance associated with PTSD, includ- 
ing most prominently the recurrent dream, remains 
poorly understood. In this article, we review what is 
known about sleep in PTSD, with the purpose of ex- 
ploring clues to an underlying pathophysiology of the 
disordered sleep behavior in particular and other com- 
ponents of the PTSD symptom complex as well. We 
speculate on the CNS mechanisms that might be im- 
plicated in the pathogenesis and control of PTSD, ar- 
guing specifically that the phenomenology of the dis- 
order suggests a relationship to the state of REM sleep. 
Hence, PTSD might involve either an inappropriate 
recruitment of 2ssentially normal REM sleep processes 
or a coming into play of inherently dysfunctional REM 
sleep mechanis-ns. We generally limit our discussion to 
those cases of PTSD associated with combat experi- 
ence, recognizing that forms of the illness which follow 
other types of <rauma, such as natural disasters, rape, 
torture, or prisoner of war or concentration camp ex- 
periences, may share essential features. 

We begin by briefly summarizing aspects of normal 
sleep physiology that will be discussed further in this 
paper. We then review the evidence that the symptom 
of repetitive, stereotyped anxiety dreams is relatively 
specific for PTSD and proceed to explain the many 
considerations that would appear to link the posttrau- 
matic anxiety dream to the REM sleep state. Finally, 
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we present the argument that the heightened startle 
response and the flashback experience so commonly 
described in PTSD may be mediated by the same neu- 
ral systems that control certain components of REM 
sleep and that, consequently, some dysregulation of 
REM sleep might be implicated in the waking as well 
as the sleeping symptoms of PTSD. 


BRIEF OVERVIEW OF NORMAL SLEEP 


It has long been known that a distinct progression of 
stages characterizes normal sleep in the healthy adult. 
Each of these sleep stages (stages 1 through 4 and 
REM sleep) may be defined by an ensemble of physi- 
ological variables, including EEG, electromyographic, 
and electro-oculographic activity (3). For the purposes 
of this review, sleep may be divided into its REM and 
non-REM phases. 

Tonic components, including a desynchronized EEG 
resembling that of waking and an atonia of the axial 
musculature, along with intermittent phasic events, 
such as conjugate REMs and twitches of distal mus- 
cles, define REM sleep. In general, sleep progresses 
from drowsiness through non-REM sleep to the first 
REM sleep episode of the night after a latency (REM 
latency) of 70-110 minutes. Cycling between REM 
sleep and non-REM sleep then continues, with the 
“pressure” to enter into and remain in REM sleep in- 
creasing throughout the sleep period (4). The percent- 
age of time asleep that is occupied by REM sleep, re- 
ferred to as the REM sleep percentage, typically ranges 
from 20% to 25% (4). The REM sleep phasic event 
that is best measured in clinical studies is the REM (5); 
REMs may be quantified (REM activity) and the ratio 
of REM activity to time spent in REM sleep computed 
(REM density). 

There exists substantial evidence that the neural cir- 
cuitry controlling REM sleep behavior includes pon- 
tine nuclear structures (6). One traditional hypothesis 
of REM sleep generation asserts that cholinergic brain- 
stem tegmental neurons trigger REM sleep, while nor- 
adrenergic and serotonergic brainstem neurons exert 
an inhibitory influence (7). The REM sleep suppressant 
effect of many antidepressant drugs, which presumably 
enhance monoamine availability, has been explained 
on this basis (8). 

The REM sleep/non-REM sleep dichotomy has been 
useful in investigations of the mentation accompany- 
ing sleep. It appears that dreams arising from these 
different sleep stages have manifestly dissimilar quali- 
ties. As regards the specific entity of distressing 
dreams, Hartmann (9) has defined the true nightmare 
as a long, frightening dream that awakens one during 
REM sleep. We shall adhere to this definition, except 
insofar as certain authors, whose findings are ex- 
cerpted, may have used the term “nightmare” less cat- 
egorically. A second form of anxious arousal from 
sleep is the night terror, distinguishable from the night- 
mare on the basis of its genesis during non-REM sleep, 
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its prominent autonomic accompaniments, and its ten- 
dency to be poorly recalled (10, 11). We shall refer to 
any distressing dream with unspecified physiological 
correlates as an anxiety dream. 


IS THE ANXIETY DREAM RELATIVELY SPECIFIC 
FOR PTSD? 


Nightmares and Other Anxiety Dreams in Normal 
Subjects 


Before addressing the question of the relative fre- 
quency of nightmares and other types of anxiety 
dreams in different mental disorders, it is appropriate 
to review what is known about their occurrence in the 
normal adult population. At the outset those cautions 
which Hartmann (9) has advised in interpreting such 
prevalence data bear emphasis. Specifically, if the 
nightmare is defined as a long, frightening dream that 
awakens one during REM sleep, statistics derived from 
dream recall studies, and purporting to measure night- 
mare frequency per se, risk contamination by the anx- 
iety dream other than the nightmare and by the night 
terror. Here is an instance in which even the method- 
ology of the sleep laboratory may not provide any res- 
olution, since it is appreciated that, in this experimen- 
tal environment, subjects who otherwise experience 
nightmares rarely report them at all (9). Nonetheless, 
two studies carried out with healthy students suggest 
the limits of apparent nightmare frequency in the nor- 
mal young adult population, essentially agreeing that 
20%~-24% of such subjects had nightmares at a fre- 
quency less than one per year (12, 13). While Belicky 
and Belicky (12) found that approximately 11% of 
their subjects had one or more nightmares per month, 
the comparable statistic reported by Feldman and Her- 
sen was 29% (13). These figures must be compared 
with those derived from groups of patients with PTSD, 
where substantial agreement exists on an overall 
higher frequency of reporting of anxiety dreams. 


Nightmares and Other Anxiety Dreams in PTSD 


The presence of anxiety dreams, as well as other 
forms of sleep disturbance, in Vietnam combat veter- 
ans has been well documented (14—16). DeFazio et al. 
(15) reported frequent nightmares in 68% of recent 
Vietnam combat veterans, and van der Kolk et al. (17) 
found that 59% of Vietnam combat veterans had one 
or more nightmares per month. It is unclear how many 
of the combat veterans in these two studies actually 
met DSM-III-R criteria for PTSD, so it might be pre- 
dicted that percentages obtained from strictly defined 
patient populations would be even higher. 

Anxiety dreams have been described as prevalent 
among veterans of earlier wars as well as the Vietnam 
conflict (18). Furthermore, Horowitz et al. (19) inves- 
tigated the signs and symptoms of PTSD in a hetero- 
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geneous population that had experienced any of a 
variety of stressors, evidently not including combat, 
and found that 54% of the subjects showed evi- 
dence of “bad dreams” during the week preceding the 
interview. 

Allowing for disparities in dream collection tech- 
nique and demographic differences among experimen- 
tal groups, both of which might be confounding vari- 
ables, there seems little doubt that anxiety dreams are 
reported more frequently by populations of combat 
veterans including patients with PTSD than by individ- 
uals with no psychiatric disorder. That they actually 
occur more frequently in the former group can only be 
inferred, especially as differences in recall ability might 
equally well explain the results. We suggest, however, 
that the nightmare should be highly accessible to re- 
call, since by most definitions it is followed by an 
awakening from sleep, and its imagery likely has im- 
portance for the individual. This assertion follows 
from the work of Goodenough (20) and others, who 
have argued that immediacy of waking and salience 
are two of the factors that most enhance the likelihood 
of dream recall. It therefore seems reasonable to sup- 
pose that differences in the reporting of nightmares 
among various groups likely reflect differences in the 
rate of their occurrence rather than the frequency of 
their recollection. Consistent with this view is Cohen’s 
conclusion (21), on the basis of a number of studies, 
that questionnaire and diary measures of dream recall 
frequency correlate well with those obtained in the 
sleep laboratory. 


Nightmares and Other Anxiety Dreams in Major 
Depression and Schizophrenia 


The question then arises, how specific is the associ- 
ation between the anxiety dream and PTSD? Most 
studies that address the issue of dreaming in relation to 
psychopathology suffer from serious methodological 
shortcomings. Criteria for patient selection and diag- 
nosis assignment frequently remain unclear; whether 
psychotropic drug administration and concurrent med- 
ical illness form exclusion criteria may not be specified; 
and demographic characteristics of patient samples 
may be inadequately described (22). Relevant studies 
also emanate from the era preceding the DSM-III clas- 
sification system, making particularly difficult any 
meaningful comparisons between other major psychi- 
atric disorders and PTSD. Furthermore, rarely does a 
description of the manner of dream assessment allow 
the retrospective identification of samples of sleep 
mentation as probable nightmares. 

Nightmares may be driven by a process that builds 
incrementally as a REM sleep episode continues (23). 
It follows that the abnormalities of REM sleep distri- 
bution that have been reported in depression, i.e., a 
reduced REM latency and a possible increase in REM 
sleep time during the first part of the night, might pre- 
dict a heightened prevalence of nightmares in this dis- 
order (4, 24). Furthermore, given that the phasic 
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events of REM sleep, including REMs, may best cor- 
relate with dream mentation, the increased REM den- 
sity seen in depression might manifest itself as night- 
mares in some depressed patients (25). Surprisingly, 
actual studies of dream prevalence and content in de- 
pression provide little support for the aforesaid predic- 
tions. Depressed patients apparently dream with a nor- 
mal frequency and have shortened dreams with little 
manifest depressive but much masochistic content 
(22). Reports of family members appearing in dreams 
seem to occur more frequently, and, after a suicide 
attempt, dreams may contain more morbid and violent 
themes (22). 

With regard to schizophrenia, it is more difficult 
even to predict what the prevalence of actual night- 
mares might be. This relates to the absence of any 
consensus on overall sleep architecture, including that 
of REM sleep, in this disorder (26-28). While Hart- 
mann’s theory of the pathogenesis of nightmares in 
individuals with “thin boundaries” would predict a 
high rate of nightmares in schizophrenia, dreams of 
schizophrenic individuals are generally said to be 
bland, with relative paucity of content (9, 29, 30). 
Others have argued that schizophrenic patients have 
more primitive dreams, with more hostile and destruc- 
tive content, and greater bizarreness and implausibility 
(22). Van der Kolk and Goldberg (31) observed one or 
more nightmares per month in most chronic schizo- 
phrenic patients. Interestingly, Starker and Jolin (16) 
found that schizophrenic individuals who had been in 
combat had more nightmares than those who had not. 
Thus, while preliminary data are consistent with a 
prominent place for the nightmare in the symptoms of 
schizophrenia, contradictory findings exist. We recog- 
nize that schizophrenia might eventually prove an ex- 
ception to our assertion that the nightmare most spe- 
cifically characterizes PTSD. In that case, however, 
pathophysiological mechanisms common to both dis- 
orders might ultimately be revealed. 


Nightmares in Dream Anxiety Disorder 


DSM-III-R includes a parasomnia referred to as 
dream anxiety (or nightmare) disorder. Given that the 
essential diagnostic criterion is “repeated awakenings 
from sleep with detailed recall of frightening dreams,” 
this is another disorder that, by definition, involves the 
reexperiencing of anxiety dreams. In a departure from 
its usual nonmechanistic orientation, DSM-III-R at- 
tributes the dream anxiety episodes in dream anxiety 
disorder to periods of REM sleep. While it is noted 
that a major stressful life event appears to antedate 
dream anxiety disorder in a majority of cases, PTSD is 
not specifically mentioned as a differential diagnostic 
consideration. Thus, the nature of any relationship be- 
tween PTSD and dream anxiety disorder remains to be 
determined. It seems possible that clarification of the 
complex nosological issues will provide additional 
support for a REM sleep mechanism underlying the 
posttraumatic anxiety dream. 
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DO REM SLEEP MECHANISMS UNDERLIE THE 
ANXIETY DREAM DESCRIBED IN PTSD? 


PTSD Dreams: True Nightmares? 


While it has long been recognized that dreaming 
may occur during non-REM sleep as well as REM 
sleep, certain features appear to distinguish these two 
forms of sleep mentation (25, 32). In particular, there 
is substantial agreement that the recall occurring out of 
REM sleep contains more vivid, bizarre, and frankly 
dreamy content than that associated with non-REM 
sleep. Other descriptors of REM sleep dream reports, 
in comparison to non-REM sleep reports, include 
“more highly elaborated,” “[showing] .. . less corre- 
spondence to the waking life of the subject,” better 
recalled, less thought-like, less conceptual, less plausi- 
ble, more visual, more emotional, and less pleasant 
(25). In terms of the sheer abundance of mentation, 
there appears to be a higher likelihood of dream recall 
when subjects are awakened from REM sleep than 
from non-REM sleep (25, 33). Reviewing the subject 
of mental activity during sleep, Rechtschaffen (25) has 
concluded: “The net result is that REM and NREM 
are highly discriminable on the basis of the amount 
and quality of mental activity that they yield.” Indeed, 
one early study found a high degree of resolution be- 
tween REM sleep and non-REM sleep dream reports 
when judges had access to information about the 
quantity and quality of mentation elicited during a se- 
ries of awakenings (34). 

The phenomenology of the dream disturbance in 
PTSD can now be viewed in the context of these ac- 
knowledged differences between REM sleep and non- 
REM sleep mentation. Veterans with PTSD generally 
report awakening from-a dream that involves reliving 
the trauma, experiencing strong emotions that would 
have been appropriate reactions to the original trau- 
matic event—usually rage, intense fear, or grief. Less 
often, they describe awakening in terror without re- 
calling any of the actual dream (35). The content of 
PTSD dreams may vary widely (36). It may consist of 
rather apparent transformations of battle scenes (37, 
38). Alternatively, it may have elements of death, dy- 
ing, or threat to self that are accompanied by anxiety, 
fear, or other emotions that approximate the feeling 
state at the time of the trauma (39). Most frequently, 
however, posttraumatic dreams depict the actual trau- 
matic event, and they are often repetitive replicas of 
true combat scenes, appearing more like a memory 
than a dream or a fantasy and tending to be replayed 
over and over again (9, 40). There is some evidence 
that veterans with definite and severe PTSD are those 
whose dreams most closely resemble exact memories 
(9), 

These descriptions of the typical dream mentation in 
PTSD lead to the view that the posttraumatic anxiety 
dream is more likely a manifestation of REM sleep 
than non-REM sleep and hence represents an actual 
nightmare. Although the dreams associated with PTSD 


700 


can assume a variety of forms, they are well charac- 
terized as vivid, affect-laden, disturbing, and outside 
the realm of current waking experience (although rep- 
licative of an earlier. life experience). All of these are 
qualities of dreams presumably arising from REM 
sleep. In addition, posttraumatic anxiety dreams are 
generally easy to recall, a point that traditionally has 
been used to distinguish REM sleep from non-REM 
sleep dreams. The hypothesis linking dysfunctional 
REM sleep mechanisms to the pathophysiology of 
PTSD rests on these crucial logical assumptions. 

One important caveat to this argument pertains to 
the classical observation that a specific form of anxious 
arousal, in some ways resembling the posttraumatic 
dream, may also occur out of non-REM sleep (10, 11). 
The so-called night terror or incubus typically occurs 
early in sleep and is associated with marked elevations 
in heart and respiratory rates. The subject is most often 
confused and disoriented, displays perseverative move- 
ments, and is generally reported to manifest no mem- 
ory for the event. However, in investigations of the 
ability to recall any mental content, rates as high as 
50% have been cited (41). Whether the described ide- 
ation represents non-REM sleep dreaming or a phe- 
nomenon of postarousal confusion remains to be de- 
termined. Night terrors are felt to occur very rarely in 
the adult population. While their etiology remains ob- 
scure, the possibility of their causation, at least in part, 
by traumatic stress has been considered (42). 

There are at least two reasons to suppose that neu- 
rophysiological events responsible for the night terror 
might participate in the anxiety dream of PTSD. First, 
the posttraumatic anxiety dream, like the night terror, 
frequently occurs early in the night (40). Second, it is 
often accompanied by gross body movements (40). 
The second presents possibly the greater argument in 
favor of a non-REM sleep mechanism underlying the 
posttraumatic dream, since REM sleep has tradition- 
ally been characterized by generalized muscle atonia, 
in concert with an activated EEG and phasic REMs. 

However, an important recent advance in sleep re- 
search has involved the recognition of a potentially 
new class of parasomnia, that in which an overt be- 
havioral disturbance occurs during REM sleep (43— 
46). Schenck et al. (43) reported on five elderly pa- 
tients, all exhibiting aggressive or even injurious be- 
havior during sleep and all manifesting significant 
REM sleep abnormalities on polysomnography. Spe- 
cifically, the usual atonia of the chin musculature was | 
only variably present, limb twitching was accentuated, 
and movements, some potentially harmful, were ob- 
served on videotape. While most of the subjects had 
demonstrable neurological disorders, one was consid- 
ered to have an idiopathic REM sleep disturbance. In a 
larger series of patients with “REM sleep behavior dis- 
order,” 60% had no evident neurological etiology 
(47). Consequently, the occurrence of movement dur- 
ing an anxiety dream, as may be seen in PTSD, need 
not eliminate the possibility of a REM sleep mecha- 
nism. The posttraumatic sleep disturbance may well 
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belong to a group of parasomnias associated with 
REM sleep. 


Polysomnographic Studies of PTSD: Evidence for 
REM Sleep Abnormalities 


Despite the widespread recognition of PTSD since 
the Vietnam war and the frequency with which combat 
veterans present with sleep-related complaints, rela- 
tively few studies have employed objective measures of 
sleep in PTSD patients. It should be recognized at the 
outset that sleep laboratory studies of any clinical con- 
dition may be subject to the criticism that the results 
are contaminated by the unnaturalistic experimental 
environment. Even the inclusion of a control group in 
the experimental design hardly counters the objection 
that patients with an anxiety disorder, particularly one 
characterized by withdrawal from social interactions 
and exaggerated reactivity to unexpected sensory stim- 
uli, might respond differently to the laboratory setting. 
The nearly standard use of one adaptational night, be- 
fore the actual collection of data for analysis, may offer 
the best approach to minimizing this source of error. 
Attempts to use polysomnographic techniques to in- 
vestigate the sleep disturbance of PTSD are further 
complicated by the oft-repeated observation that 
nightmares are infrequently reported in the sleep lab- 
oratory, even among subjects who otherwise complain 
of nightmares (9). This may be taken as one additional 
piece of evidence that some aspects of sleep behavior are 
substantially altered in the laboratory environment. 

With the exception of one recent investigation of 
elderly subjects with PTSD, which found no REM 
sleep abnormality (48), the results of polysomnograph- 
ic studies of PTSD generally fall into two categories, 
one consistent with a heightened tendency to enter 
REM sleep and the other emphasizing a diminished 
“pressure” toward REM sleep. The investigation by 
Greenberg et al. (49) represents the former. Vietnam 
combat veterans with a diagnosis of “war neurosis,” 
based on the presence of recurring nightmares, prom- 
inent startle reactions, and dysphoria, showed a high 
prevalence of nights with shortened REM latency. In 
addition, each patient’s psychological state was as- 
sessed with 5-minute verbal samples rated in terms of 
“defensive strain,” and there was a statistically signif- 
icant inverse correlation between defensive strain score 
and REM latency. A high REM density was also noted. 
The authors inferred that the psychodynamic status of 
a patient influenced the pressure to dream, as meas- 
ured polysomnographically, and they hypothesized 
that REM sleep is involved in the processing and inte- 
grating of stressful experiences. The absence of a con- 
trol population, no systematic inclusion of an adapta- 
tional night in the sleep laboratory, and the failure to 
awaken subjects out of non-REM sleep as well as REM 
sleep limit the conclusions that can be drawn regarding 
the specificity of the findings for PTSD and the nature 
of the relationship between the posttraumatic. anxiety 
dream and REM sleep, as opposed to non-REM sleep. 


Am J Psychiatry 146:6, June 1989 


ROSS, BALL, SULLIVAN, ET AL. 


Kauffman et al. (50) also found a decreased REM 
latency in PTSD patients, but most subjects were alco- 
hol abusers who had been free of alcohol for an un- 
specified period of time, raising the possibility of alco- 
hol withdrawal as a confounding variable. Further 
support for the possibility of heightened REM pressure 
in the aftermath of trauma derives from a study of the 
sleep of women undergoing divorce (51). Those sub- 
jects presumed to be in the greatest distress over the 
dissolution of their marriages showed the shortest 
REM latencies and highest REM densities. There have 
also been demonstrations that exposure to even a 
mildly stressful experience before sleep is reflected 
acutely in increased REM density and increased REM 
sleep awakenings (52). In this context, the anxiety 
dreams and insomnia associated with PTSD may be 
seen as reflections of a repetitive, unsuccessful attempt 
to reconstitute psychological defenses. 

Unfortunately, quite the opposite conclusion may be 
drawn from the work of Schlosberg and Benjamin 
(53), who reported polysomnographic data from pa- 
tients with acute “combat fatigue.” Pervasive abnor- 
malities of sleep were observed. Of particular impor- 
tance, REM latency was increased and REM sleep 
periods were rare and short. Thus, the pressure to en- 
ter REM sleep was felt to be diminished in the after- 
math of trauma, at least acutely. Lavie et al. (54), in a 
controlled study of patients with “combat neurosis,” 
also found an increased REM latency and evidence for 
a diminished average REM sleep episode duration and 
reduced REM sleep percentage as long as 2 to 2% 
years after the original war-related trauma. The only 
patients to report war-related nightmares during the 
study showed mid-sleep awakenings clustered around 
expected or actual REM sleep periods, suggesting to 
the authors that these patients suffered from “dream- 
interruption insomnia.” This cluster of REM sleep ab- 
normalities was thought to reflect an avoidance of 
REM sleep and a forestalling of highly emotional 
dreams, an interpretation diametrically contrary to 
that of Greenberg et al. (49). 

Van der Kolk et al. (40) compared PTSD patients to 
noncombat veterans with lifelong nightmares. The 
nightmares of PTSD patients occurred earlier in the 
sleep cycle. There was evidence that sleep mentation in 
PTSD is not confined to REM sleep periods and in fact 
may arise out of various stages of sleep, including stage 
2. Schlosberg and Benjamin (53) had also reported 
stage 2-associated dreams in their patients with acute 
combat fatigue. On the basis of a single case study, 
Hartmann (9) concurred in assigning the posttraumat- 
ic nightmare to both the REM sleep and non-REM 
sleep states. Both Hartmann (9) and Kramer et al. (55) 
have suggested that in PTSD patients, common themes 
may arise out of REM sleep and non-REM sleep. 

In summary, for reasons having to do with small 
patient populations studied at different phases of the 
illness and uncontrolled and otherwise problematic ex- 
perimental designs, no conclusive statements can be 
made regarding the actual sleep polysomnographic 
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correlates of PTSD. Certainly there is substantial evi- 
dence for disordered REM sleep function. Negative 
results from one study in an elderly population may 
only suggest that age and duration of PTSD symptoms 
be considered crucial factors affecting sleep EEG meas- 
ures. As we have seen, no consensus exists as to 
whether there is a heightened or reduced tendency to 
enter into and remain in REM sleep and what psy- 
chodynamic significance either possibility might hold. 
Alternatively, the REM sleep abnormality might be 
manifest as an altered density of phasic events, perhaps 
without any change in the broad outlines of REM sleep 
distribution at all. Abnormal non-REM sleep mecha- 
nisms, particularly those underlying stage 2 sleep, may 
also be involved in the generation of PTSD symptoms. 


Pharmacotherapy of the Sleep Disturbance of PTSD: 
Insights Into a REM Sleep Mechanism 


Many psychotropic agents have prominent effects 
on REM sleep. It is important, then, to question 
whether data derived from pharmacological treatment 
studies provide support for the hypothesis that REM 
sleep systems are dysfunctional in PTSD. To date, no 
double-blind, placebo-controlled studies have been re- 
ported, and the rationales for open clinical trials have 
generally focused on elements of the PISD symptom 
complex other than the sleep difficulties (56). Yet some 
insights into the drug treatment of the sleep distur- 
bance of PTSD have been provided. 

The results of several studies suggest a therapeutic 
role for the monoamine oxidase inhibitors (MAOIs) in 
PTSD (57-59). In a preliminary, uncontrolled, and 
nonblind investigation, Hogben and Cornfield (57) re- 
ported a dramatic response to phenelzine in five inpa- 
tients with PTSD who had not previously responded to 
an antipsychotic drug, a tricyclic antidepressant, and 
psychotherapy. While inclusion criteria were not 
stated, all patients had nightmares, as well as flash- 
backs and frequent panic attacks. Within days after 
treatment started, nightmares abated, as did flash- 
backs, startle responses, panic, and generalized anxi- 
ety. Milanes et al. (58) also speculated thar PTSD pa- 
tients with nightmares, hyperalertness, irritability, and 
anxiety might benefit from phenelzine treatment. In 
contrast, van der Kolk (60) observed that an increased 
vividness of daytime traumatic memories in four of 
seven patients treated with phenelzine limited the value 
of this agent in conditions characterized by explosive 
hyperreactivity to mild stimuli. 

Efficacy of the tricyclic antidepressants in treating 
PTSD has been reported by several investigators. Van 
der Kolk (60) suggested that amitriptyline’s beneficial 
effect on sleep is not its primary therapeutic mecha- 
nism. Bleich et al. (61) remarked that the generally 
favorable response to amitriptyline was most promi- 
nent with symptoms of sleep disturbance, as well as 
exaggerated startle and memory and concentration 
problems, Both Burstein (62) and Marshall (63) re- 
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ported the usefulness of imipramine in suppressing 
sleep difficulties in PTSD. 

Positive results of lithium treatment in PTSD pa- 
tients with histories of frequent nightmares, as well as 
explosiveness, emotional detachment, guilt, and prom- 
inent startle reactions, have been reported by van der 
Kolk (60). Kolb and Mutalipassi (64) have proposed 
that the symptoms of PTSD can best be conceptualized 
as a “conditioned emotional response” to environmen- 
tal stimuli reminiscent of the traumatic event and that 
this conditioned response may be related to excessive 
central and/or peripheral adrenergic sympathetic acti- 
vation. Therefore, they conducted clinical trials of the 
alpha, agonist clonidine and the beta adrenergic 
blocker propranolol. Improvement in the sleep distur- 
bance, as well as in the symptoms of hyperalertness, 
occurred in the vast majority of patients (65). When 
the benzodiazepines have been used to treat PTSD, any 
improvement in sleep has been viewed as secondary tc 
an amelioration of motor and autonomic hyperreac- 
tivity (66). Maintenance antipsychotic treatment has 
not been recommended for the treatment of PTSD, and 
any effects of such a regimen on the sleep disturbance 
per se have not been documented. 

It may be significant that the MAOI phenelzine, 
which arguably has the best documented efficacy in the 
treatment of PTSD sleep problems, is otherwise known 
to reduce REM sleep profoundly and protractedly 
(67). Furthermore, with at least four separate reports 
of the value of some tricyclic antidepressants in con- 
trolling the sleep disturbance of PTSD, the known 
REM sleep suppressant effect of these drugs assumes 
considerable importance. While there is little doubt 
that the acute administration of a range of tricyclic 
antidepressants decreases REM sleep percentage (68), 
some uncertainty exists regarding long-term effects, 
specifically the degree of tolerance that develops after 
repeated drug administration (68). However, the avail- 
able data would suggest that residual REM sleep sup- 
pression is sufficient to be consistent with the view that 
a reduction in REM sleep is a therapeutic mechanism 
in PTSD. Additional support for this corollary of a 
REM sleep hypothesis of PTSD generation comes from 
the fact that lithium carbonate and clonidine, which 
may also improve the sleep disorder of PTSD, both 
significantly decrease REM sleep (69—71). While the 
beta blockers have less clear-cut effects on REM sleep 
propensity, their clinical utility in PTSD is also not 
established (71).. The same may be said of the benzo- 
diazepines and the antipsychotic drugs. 


ARE BEHAVIORAL MANIFESTATIONS OF PTSD 
OTHER THAN THE ANXIETY DREAM ALSO 
CONSEQUENCES OF DISORDERED REM SLEEP 
MECHANISMS? 


A hypothesis concerning the pathophysiology of a 


multifaceted disorder has particular heuristic merit if. 
having developed from ideas about one specific symp- 
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tom, it can then give rise to explanations of others. The 
invoking of REM sleep mechanisms to explain the phe- 
nomenology of PTSD emerges most apparently from 
the observation of prominent anxiety dreams in PTSD 
patients. We also hypothesize that dysfunctional REM 
sleep circuitry might participate in the exaggerated 
startle response described in PTSD. This suggestion 
follows directly from what is known of the neurophys- 
iology of REM sleep. 

REM sleep shows marked similarities to the waking 
state. It is characterized by a desynchronized EEG sim- 
ilar to that of waking and hippocampal regular slow 
waves, known as theta activity, resembling those re- 
corded during activated waking. In addition, ponto- 
geniculo-occipital (PGO) spikes, so-named because 
they were first detected in the pons, lateral geniculate 
body, and visual cortex of animals, are a phasic man- 
ifestation of REM sleep apparently analogous to eye 
movement potentials observed during orienting re- 
sponses of wakefulness (72, 73). Important support for 
the notion of comparable patterns of CNS activity dur- 
ing REM sleep and waking is provided by the phenom- 
enon of REM sleep without atonia, which has been 
created in cats by making bilateral lesions of the dor- 
solateral pontine tegmentum. Animals so treated re- 
markably cycle in and out of a state that resembles 
normal REM sleep except that they retain significant 
muscle tone (74). Thus, while normal animals display 
generalized atonia during REM sleep, animals with 
these lesions are in fact able to demonstrate a variety of 
behaviors. In this way, REM sleep without atonia has 
been likened to a “window on the sleeping brain” (74). 
The fact that the behaviors that have been observed 
resemble those associated with orienting, searching, 
startle, or even aggressive displays has been taken as 
evidence that REM sleep is a state of continuous alert- 
ing (74). 

Other experiments in animals provide at least two 
reasons for supposing that the phasic events of REM 
sleep, in particular, are related to startle behavior. 
First, electromyographic patterns recorded during 
these phasic events resemble those recorded during the 
startle response, and second, “‘startling’’ environmen- 
tal stimuli can elicit PGO spikes during sleep (75, 76). 
Two problems with this analysis are that 1) the startle 
reflex has best been investigated in the rat, while phasic 
events have generally been studied in the cat, and 2) 
the brainstem anatomic loci controlling these two be- 
haviors appear to be different (6, 77). Neither provides 
a compelling caveat, however, especially as additional 
cross-species studies may prove consistent, and the 
aforesaid disparate brainstem centers may yet be found 
to operate in series (75). While generalizing from these 
findings in animals to possibly analogous clinical phe- 
nomena risks interpretive errors, we hypothesize that 
neural circuitry involved in the sleep and dream dis- 
turbance of PTSD may also be implicated in the accen- 
tuated startle behavior. The hypothesis linking PTSD 
to REM sleep mechanisms gains additional strength 
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from its capacity to explain the heightened startle as 
well as the posttraumatic anxiety dream. 

As noted earlier, DSM-III-R criteria for diagnosing 
PTSD recognize that the trauma may be reexperienced 
as a “‘sudden acting or feeling as if the traumatic event 
were recurring,” as well as in the form of a dream or 
waking memory. While the possibility of some physi- 
ological homology between the dream disturbance and 
the so-called flashback has been raised, specific com- 
monalities have not been proposed (78, 79). On the 
basis of several reports in the literature that the pro- 
pensity to enter REM sleep normally varies in a cir- 
cadian fashion, with a greater likelihood during the 
rising portion of the body temperature cycle and per- 
sisting into the morning, it might be proposed that the 
daytime flashback reflects a balance of forces propel- 
ling the CNS into a REM sleep organizational state 
(80-83). In another context, Fiss has made explicit the 
view that mentation characteristic of REM sleep can 
be displayed during wakefulness (84). 


FUTURE RESEARCH DIRECTIONS AND 
CONCLUSIONS 


The possibility that CNS mechanisms fundamental 
to REM sleep generation are involved in the patho- 
physiology of PTSD suggests several directions for fu- 
ture research efforts. First, a precise description of the 
actual sleep patterns of a large cohort of PTSD patients 
is essential. As we have seen, independent data suggest 
that dreams that arise out of REM sleep, as compared 
to non-REM sleep, can be distinguished by a blind 
observer (34). There also exists a consensus that typi- 
cal REM sleep nightmares show striking differences 
from non-REM sleep night terrors (9, 42). Hence, pa- 
tients’ self-reports about the timing, content, and qual- 
ity of their nighttime anxiety dreams might further 
implicate REM sleep systems in the genesis of PTSD 
symptoms. It may also be crucial to elicit information 
from subjects’ bed partners, given the tendency of 
PTSD patients to display an alexithymic-like incapac- 
ity to relate significant emotional material (85). Be- 
cause it is generally accepted that the rate of dream 
recall occurring out of non-REM sleep is lower than 
that associated with REM sleep, as well as more highly 
influenced by sources of variance deriving from dream 
collection technique, data obtained from questionnaire 
and sleep diary studies may well be biased toward the 
relative underreporting of non-REM sleep mentation 
(33). The intrusive reexperiencing of the traumatic 
event may actually be manifest in non-REM sleep as 
well as REM sleep but perhaps more difficult to iden- 
tify (9). 

Polysomnographic studies should provide even more 
definitive data by which to judge the adequacy of a 
REM sleep hypothesis of PTSD pathogenesis. The 
identification of appropriate groups of index and con- 
trol subjects may be complicated by the reportedly fre- 
quent concurrence of major depressive illness and var- 
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ious forms of substance abuse with PTSD (1}. Because 
depression and drug withdrawal almost certainly have 
their own specific polysomnographic patterns, which 
need to be distinguished from those of PTSD, rigorous 
criteria for the selection of patient and control popu- 
lations will be crucial. 

While it must be expected that nightmare phenom- 
ena will rarely be reported in a sleep laboratory setting, 
measures of REM sleep episode frequency and dura- 
tion, REM sleep percentage, REM latency, and REM 
density should be easily obtainable and should yield 
important insights into tonic and phasic REM sleep 
components in PTSD patients. According to Hart- 
mann’s concept (23) of “D pressure,” defined as the 
tendency for a nightmare to occur that builds pro- 
portionally with the length of a REM sleep episode, 
increases in REM sleep episode duration and REM 
sleep percentage might be expected to occur in PTSD. 
With analogous reasoning, a diminished REM latency 
could also be predicted. Alternatively, the overall to- 
pography of REM sleep might remain unaltered in 
PTSD, while the frequency or amplitude of REM sleep 
phasic events were augmented. Strong support for the 
latter possibility is provided by the substantial evi- 
dence, previously reviewed by Rechtschaffen (25), for 
some nonspecific correlation between the abundance 
of REMs and the content of sleep mentation in normal 
subjects. On the other hand, Hefez et al. (86) remarked 
on an unexpectedly poor correspondence between 
REM activity and dream recall in posttraumatic pa- 
tients. We have noted how the extant polysomnograph- 
ic studies of PTSD provide data consistent with several 
of these predictions, at the same time revealing explicit 
contradictions. 

One important area of disagreement pertains to 
whether the recruitment of REM sleep mechanisms 
represents an effective adaptation enabling the patient 
to process stressful material or, alternatively, reflects 
the central problem in PTSD. These conflicting views 
appear reminiscent of the dilemma that earlier faced 
psychoanalytic theorists. Our work provides a more 
empirical approach to the study of PTSD but nonethe- 
less represents a reemphasis on the sleep and dream 
disturbance postulated by Freud and others to be a key 
element in understanding the “traumatic neurosis.” 

Insomnia and recurrent, anxiety-laden dreams fig- 
ured significantly in Freud’s description (87) of the 
traumatic neurosis, and his speculations about the na- 
ture of the “traumatic dream” encouraged him to ex- 
amine more closely his famous dictum that a dream 
represents the disguised fulfillment of a repressed wish. 
He stated the question succinctly: “What wishful im- 
pulse could be satisfied by harking back in this way to 
this exceedingly traumatic experience?” (87). He re- 
sponded that the traumatic neurosis was a condition in 
which the dream mechanism fails, wish fulfillment 
does not occur, and there is no reduction in the anxiety 
associated with the trauma. In this view, a disturbance 
of the dream mechanism itself was central to the patho- 
physiology of the traumatic neurosis. In contrast, Fe- 
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nichel (88) viewed the posttraumatic dream as a means 
of discharging the anxiety generated by overwhelm- 
ingly stressful events. Still other psychoanalytic writers 
described the posttraumatic dream more explicitly in 
terms of its defensive function (89). Thus psychoana- 
lytic theory, as it has evolved from Freudian concep- 
tions, reflects an ambiguity about the adaptive role of 
the posttraumatic dream nearly analogous to that con- 
fronted by the polysomnographic literature. 

It might be argued that strategies for treating the 
sleep disturbance of PTSD express a similar uncer- 
tainty regarding the role of the anxiety dream and 
REM sleep mechanisms. On the one hand, there is the 
evidence that drugs with some clinical efficacy almost 
invariably suppress REM sleep. This observation par- 
allels the argument that repetitive, stereotyped anxiety 
dreams and a tendency toward REM sleep are expres- 
sions of the essential pathophysiology of PTSD and 
must be controlled before symptoms can remit. One 
clinical implication might be that a selective REM 
sleep deprivation paradigm, analogous to that used by 
Vogel (90) in endogenous depression, ought to be ap- 
plied to PTSD subjects. Seemingly contradictory data 
emerge from studies in which the reexposure to post- 
traumatic dream material has been used successfully in 
the treatment of PTSD. Such therapeutic methods are 
perhaps best exemplified by the imaginal flooding tech- 
nique described by Keane and Kaloupek (91). Given 
the very preliminary nature of all findings that relate to 
treating PTSD, it is to be expected that future investi- 


. gations will clarify appropriate therapeutic modalities 


and mechanisms and, by implication, elucidate the ex- 
act role of REM sleep systems in the generation and 
maintenance of PTSD symptoms. 

Essential to the hypothesis invoking REM sleep sys- 
tems in the pathophysiology of PTSD is the expecta- 
tion that impairments of waking, as well as sleep, func- 
tions can thereby be explained. Evidence from animal 
studies links the startle response to REM sleep behav- 
ior. Therefore, formal testing of the properties of the 
startle response in PTSD patients, compared to control 
populations, might reveal significant differences, par- 
ticularly some which covaried with REM sleep abnor- 
malities. While two groups of investigators have al- 
ready documented enhanced autonomic responsivity 
to emotionally meaningful auditory or audiovisual 
stimuli, reminiscent of combat experiences, it seems 
doubtful that such behavior is truly startle, as classi- 
cally described (77, 92). Davis (77) has emphasized 
that the startle reflex is characterized by a very short 
latency, with the earliest signs of electromyographic 
activity in man occurring 14 msec after the presenta- 
tion of a loud click. Furthermore, at least in the rat, the 
acoustic startle circuitry mediating the shortest latency 
muscle response includes structures no higher than the 
pontine level of the neuraxis. Accordingly, the auto- 
nomic hyperreactivity to affectively relevant stimuli 
that has been described in PTSD patients, and which 
presumably depends on higher limbic and cortical 
pathways, likely represents a secondary elaboration of 


Am J Psychiatry 146:6, June 1989 


startle behavior rather than a manifestation of primary 
startle itself. If they are to address the question of dys- 
functional REM sleep mechanisms in PTSD, future 
studies will need to concentrate on the properties of 
startle behavior, as rigorously defined by Davis and 
others, in this patient population. 

We have suggested that the flashback experience 
represents the emergence into wakefulness of a form of 
mentation otherwise associated with REM sleep. Oth- 
ers have observed that the potential for entering REM 
sleep during a daytime nap varies with the position of 
the nap in the diurnal cycle and that dreaming occurs 
during daytime naps (80-83). The REM sleep hypoth- 
esis of PTSD would predict that flashback frequency 
should parallel the curve of REM sleep propensity dur- 
ing the morning, afternoon, and evening. Therefore, 
the typical circadian cycle of REM sleep first needs to 
be confirmed in PTSD patients by using a repeated 
naps paradigm (80). Whether the occurrence of flash- 
backs varies similarly with circadian phase can then be 
ascertained. 

The exact nature of any REM sleep dysfunction in 
PTSD remains a matter for speculation. While the sim- 
plest formulations would posit a problem in the timely 
recruitment of the entire ensemble of CNS processes 
that define REM sleep, an alternative, but not neces- 
sarily exclusive, hypothesis would be that the funda- 
mental structure of REM sleep behavior is disordered. 
As an example, we have raised the possibility of a 
disturbance in phasic event generation, as revealed by 
REM density measurements. In addition, the many re- 
ports of movements during dreams in PTSD patients 
suggest a relation to a recently described clinical para- 
somnia characterized by REM sleep with persisting 
muscle tone. That there may exist an animal model of 
this phenomenon, i.e, REM sleep without atonia as 
observed in cats with bilateral pontine tegmental le- 
sions, enhances the likelihood that the neurophysiolog- 
ical and neuropharmacological mechanisms underly- 
ing PTSD might eventually be understood with great 
clarity (74). 
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Psychiatry in Africa: An Overview 


Adebayo Olabisi Odejide, M.D., Lamidi Kolawole Oyewunmi, M.D., 
and Jude Uzoma Ohaeri, M.D. 


The authors review the practice of psychiatry in Af- 
rica today. They describe the similarities as well as the 
differences between psychiatry in Africa and in the 
= Western world in the rates, presentations, and treat- 
ment of neurosis, depression, schizophrenia, and sui- 
cide and drug- and alcohol-related problems. Child 
psychiatric services and research in biological psychi- 
atry are rare in Africa, and sociocultural problems con- 
front epidemiologic studies and the use of psychother- 
apy. The authors conclude that to achieve the goal of 
mental health care for all Africans, psychiatry should 
be included in the primary health care program, re- 
gional postgraduate medical centers are needed, and a 
means of gathering statistics and funding research 
should be fostered. 

(Am J Psychiatry 1989; 146:708—716) 


frica, the second largest and most tropical conti- 

nent, with a population of about 350,000,000, is 
a land of some 53 independent, multitribal nations (1). 
In the face of such diverse cultures even within nations 
(e.g, Nigeria has at least 240 different ethnic lan- 
guages), can there be common threads within the fab- 
ric of the state of psychiatry today, and can this com- 
monality become the basis for concerted action to 
ensure effective mental health care on the continent by 
the year 2000? If the discussion of this goal were fo- 
cused on a unique African psychiatry, it would be im- 
practical, but if the discussion is focused on the history 
of psychiatry in Africa, the clinical patterns, and the 
problems militating against mental health care re- 
search and delivery, then it should be possible to show 
interesting continental trends. This paper intends to do 
just that. 

The common trends appear to have been made pos- 
sible by the similar experiences of all African nations in 
the political, social, economic, and cultural realms. For 
instance, all have recently undergone devastating co- 
lonial experiences. By the time Western European co- 
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lonialists left Africa in the 1960s, serious developmen: 
tal problems had been created that affected all areas oj 
endeavor, especially health care (2). The ever-present 
fear of military coups and the distracting power o: 
apartheid in South Africa have helped to rob Africa o: 
the kind of stable atmosphere in which well-thought. 
out health policies could be executed. 

Economically, excluding the Republic of South Af 
rica, the estimated total industrial manufacturing out- 
put of Africa is a meager 12% of the gross domestic 
product, and its population growth rate is high (about 
3%) compared with Europe’s (about 1%) (3). This 
places African nations firmly in the developing world. 
which has serious implications for health care delivery 
More than 44% of the population are under the age oj 
15, and unemployment and undernutrition are rife. 

Socioculturally, most Africans, regardless of thei 
level of education, adhere in varying degrees to a belie! 
in supernatural causation of disease. This popular be- 
lief system affects psychiatric symptoms and health- 
seeking behavior. 

Confronted with the problems of hunger and the 
need to supply pure water, to eradicate preventable 
infectious diseases, to provide better education, and tc 
improve the basic standard of living, health planners ir 
the Third World in general and Africa in particular 
have until recently tended to limit the scope of menta! 
health action to mental hospitals with mainly custodia: 
functions (4). However, recent developments, such a: 
the successful promotion by the World Health Orga- 
nization (WHO) of the ideals of primary health care. 
health for all by the year 2000, collaborative researct 
on strategies for extending mental health in rural ar. 
eas, and various other research endeavors, seem tc 
have helped to produce a change of heart in favor ol 
mental health care among African health planners. As 
various African governments prepare to expand thet 
mental health care services to meet the ideals of WHO. 
the time seems ripe to take a global look at psychiatry 
in Africa and to highlight the problems of this specialty 
today and the strategies for meeting these ideals. 

German (5-7) attempted such an overview, but he 
was concerned with “Sub-Saharan Africa,” excluding 
the Republic of South Africa. To present a more com 
prehensive picture, in this paper we will review the 
existing literature and will portray the mental healtt 
care scene in representative countries from five re- 
gions: 1) Arab-Berber North Africa, represented by 


Am J] Psychiatry 146:6, June 1985 


comparatively liberal Egypt, more conservative Mo- 
rocco, and Sudan, which has a mixed Arab Muslim 
and Negro Christian population, 2) predominantly 
pure Negro West Africa, represented by Nigeria and 
Senegal, 3) Negro Central Africa, represented by 
Uganda, 4) Swahili-Bantu Negro East Africa, repre- 
sented by Kenya and Zambia, and 5) Bantu Negro 
South Africa, represented by the Republic of South 
Africa. 

In a way, the fact that such a review is possible could 
be seen as the result of the successful campaign for the 
promotion of psychiatry by such founding fathers as 
the late Henri Collomb in Senegal, Tigani El-Mahi in 
Sudan, and Lambo in Nigeria. It is also the result of the 
presence of high-quality journals devoted to African 
and Arab health issues, principal among which are 
Psychopathologie Africaine, published in Senegal; the 
East African Medical Journal, published in Kenya; the 
West African Journal of Medicine and the African 
Journal of Medical Sciences, published in Nigeria; the 
South African Medical Journal, published in the Re- 
public of South Africa; the Annals of Saudi Medicine, 
formerly King Faisal Specialist Hospital Medical Jour- 
nai, published in Saudi Arabia; and the African Jour- 
nal of Psychiatry, published in Lagos, now temporarily 
out of print. 


AFRICAN TRADITIONAL MEDICINE AND 
SYNCRETIC CHURCHES 


The terms “traditional” medicine and “folk” medi- 
cine as used here refer to indigenous systems of tradi- 
tional healing, characteristic of what were essentially 
nonliterate peoples of Africa, Asia, and the Americas 
(8). These are the nonformalized traditions of healing, 
in contrast to the ancient codified medical systems of 
nations such as Saudi Arabia (unani-tibbi), India (e.g., 
ayurveda), and China (e.g., acupuncture). Several re- 
ports (9-13) indicate that the beliefs underlying the 
practice of traditional medicine across Africa are sim- 
ilar. Supernatural causes, such as witchcraft, a human 
curse, or offenses against the gods or ancestors, are 
commonly sought for mental disorders. 

Traditional healers are popular and easily available 
to all. Among the Senegalese they are called marabouts 
(specialists in magic, divination, and the supernatural). 
They are generally divided into herbalists (onisegun 
among the Yoruba of Nigeria) and diviners or priests 
(babalawo among the Yoruba). The description by El- 
Islam (14) of traditional medical beliefs among the Ar- 
abs is particularly interesting because it applies to 
black Africa as well. He noted, 


The most important of such beliefs relate to supernatu- 
ral agents such as the devil, jinn, sorcery and the evil eye. 
Unacceptable wishes, feelings and acts are liable to be pro- 
jected onto the devil and ruminations involving aggressive 
or unacceptable sexual impulses are also attributable to 
him, enabling people to doubt or to disavow these and to 


Am J] Psychiatry 146:6, June 1989 


ODEJIDE, OYEWUNMI, AND OHAERI 


avoid guilt feelings respecting them—such ideas are the 
devil’s, not one’s own....In consequence, charms 
against the evil eye are frequently found, and there are 
numerous rituals which are followed in the hope of gain- 
ing protection against the evil eye or sorcery or both. (p. 6) 


Traditional medicine men recognize the broad group 
of mental disorders that modern psychiatrists deal 
with (15), but their methods consist mainly of the use 
of herbs, incantations, and divinations, and their de- 
mographic characteristics suggest that they are aging. 
Prince (16) identified Rauwolfia serpentina as one of 
the herbs used by the native healers who specialize in 
treating mental illness. 

In short, before colonial times, Africa had an estab- 
lished system of health care that included the recogni- 
tion and management of the mentally ill and was pro- 
vided by traditional healers. Today, because of their 
ready availability and accessibility and the virtual ab- 
sence of modern medical care in the rural areas of 
Africa, there have been popular appeals for the inte- 
gration of traditional healers into the health care de- 
livery system. Such an attempt was once made in 
Ghana with modest success (17), and the services of 
such healers have been used on a limited basis by one 
eminent Nigerian psychiatrist (18). 

One of us (J.U.O.) (19) has made the point that the 
beliefs and practices of these healers are not unique to 
Africans or to other peoples of developing countries; 
rather, they represent the stage in racial evolution at 
which the white man met them. The peculiarly harsh 
colonial experience has not made it easy to transcend 
beliefs in supernatural causes of illness in the three 
decades of colonization, during which time Europe 
leapt through the industrial to the jet age. African 
scholars with impeccable credentials have investigated 
these healers, but they have done so as outsiders be- 
cause none has been a marabout or an onisegun or a 
babalawo. The intimate details of the practices of these 
healers are therefore still shrouded in secrecy. Most of 
the healers are illiterate, their clinical skills remain 
stagnant, and they do not seem to have benefited from 
years of apparent interaction with scientists. As the 
society becomes more educated, it is useful for the 
thinking people of Africa to wonder what will happen 
to the rich cultural heritage represented by the tradi- 
tional healers, especially as the society loses its belief in 
the supernatural. One of us (J.U.O.) (19) has suggested 
that national research associations incorporating the 
traditional healers should be formed, that the medici- 
nal plants of Africa should be gathered and studied, 
and that traditional medicine should be codified or 
formalized—using as a starting point the highly re- 
spected and widely diffused ifa method of divination 
(20). 

A related indigenous system of care for the mentally 
ill these days in Africa is the syncretic or independent 
churches. Ndiokwere (21) has given a good description 
of the evolution of these churches in modern black 
Africa. In these syncretic churches, Western religious 
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beliefs have been transformed by the unique African 
temperament, resulting in a hybrid that seems closer in 
content to the religion of African culture. This is a 
neglected area of research. An overwhelming number 
of our people (especially the mentally ul) throng to 
these churches for healing. The so-called healers in 
these churches foster beliefs in the supernatural, and 
these beliefs often create problems in managing pa- 
tients in hospitals. Thus, it is imperative that academic 
interest be focused on these churches. In a typical psy- 
chiatric clinic, at least in black Africa today, the usual 
picture of health-seeking behavior is that the patient 
starts with a traditional healer, then is taken to a syn- 
cretic church for prayers or miraculous healing as the 
symptoms worsen, and then, as the illness remains 
unabated, is brought to a hospital (22). After effective 
hospital treatment, the patient typically still maintains 
strong links with the alternative systems of care (23). 


EPIDEMIOLOGY OF PSYCHIATRIC DISORDERS 


Earlier Western workers in Africa, such as Carothers 
(24), were impressed by the picture of the African as a 
happy savage who was not responsible enough to 
experience the psychic conflicts associated with mental 
disorders. They reported that mental ill health in gen- 
eral and depression in particular were uncommon in 
the African (6, 7). It was therefore surprising to hear of 
the work of Giel and Van Lujik (25) in Ethiopia; they 
reported in 1969 that in most of the health centers 
studied, mental disorders were more often diagnosed 
than the apparently ubiquitous infectious diseases for 
which Africa was better known. 

Several methodologically sound studies conducted 
since the 1960s (the decade of independence for most 
African countries) have consistently shown that most 
neurotic and psychotic disorders are as common in 
rural and urban Africa as in comparable areas in the 
Western world. For instance, cross-cultural epidem- 
iologic studies by researchers with anthropological 
backgrounds have been conducted in rural Nigeria 
(compared with Nova Scotia) (26) and rural Uganda 
(compared with London) (27). These studies used stand- 
ard instruments such as the Present State Examination 
and the Cornell Medical Index. 

WHO has sponsored studies aimed at highlighting 
strategies for extending mental health care in rural ar- 
eas of nine developing countries, including Sudan in 
North Africa and Senegal in West Africa (28—30). Pre- 
liminary findings of these WHO studies showed that a 
significant proportion of patients seeking primary care 
had mental disorders, most of them neurotic, and that 
communities were aware of serious mental disorders 
and their harmful effects (31). 

In a study of the rural Serer community in Senegal, 
Beiser et al. (32) found that it was possible to develop 
a standardized instrument for gathering data about 
psychiatric illness in an illiterate culture. They found 
that the Serer’s “illness of the spirit” and the psychia- 
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trist’s psychiatric disorder were “roughly the same 
kinds of things.” More localized reports from Egypt 
(33), Northern Sudan (34), Uganda (5), Kenya (unpub- 
lished paper by S.G. Gatere), other parts of East Africa 
(35), and Nigeria (36, 37) have also shown that mental 
disorders constitute a common cause of morbidity in 
general hospitals in urban and rural Africa. 

In spite of the fact that such problems as diarrhea, 
other infectious diseases, and malnutrition occupy a 
primary place in health care planning for childhood 
disorders, substantial childhood psychiatric disorders 
have been highlighted in Africa. For example, as part 
of WHO’s collaborative study on strategies for extend- 
ing mental health care, Giel et al. (38) reported on the 
prevalence of mental disorders in patients who were 
younger than 15 years at primary health care centers. 
They found rates comparable to those in the Western 
world. Diop et al. (39), using a similar methodology in 
another rural area of Senegal, found that 17% of 545 
children aged 5—15 years were suffering from some 
form of emotional problem, behavior disturbance, or 
neuropsychiatric disorder. Similar findings have been 
made among children in Ethiopia (40) and Sudan (41). 
In addition, children attending psychiatric services in 
Nigeria (42) and Uganda (43) showed a wide range of 
diagnoses. German’s review of the prevalence of psy- 
chiatric morbidity among pregnant African women (6, 
7) found widely reported rates higher than those found 
in Europe. 

The matter in dispute in cross-cultural research is 
not the substantial prevalence of mental disorders in 
Africa. Rather, the literature shows that there is a need 
to clarify the nature and prognosis of somatization, 
depression, and schizophrenia and the prevalence of 
suicidal behavior and alcohol-related problems in 
comparison with their presentations and prevalence in 
the Western world. It seems to be in these nosological 
entities that psychiatric phenomenology in Africa dif- 
fers somewhat from the situation in the West, and they 
therefore require some discussion. Particular reference 
should also be made to the way the Arabic taboo on 
sex has affected psychiatric symptoms and health- 
seeking behavior, especially among Arab women. 
Many workers from the Arab world (14, 34, 44) have 
stressed this point. 


DIAGNOSING AND TREATING DEPRESSION IN 
AFRICA 


Excellent reviews of depression across cultures with 
special reference to Africa have been done by Prince 
(45), Rwegellera (46), and Weiss and Kleinman (47). 
Prince (45) reviewed 14 reports published between 
1895 and 1957 that discussed depression in Kenya, 
South Africa, Nigeria, Tanzania, and Ghana. Nearly 
all of the papers up to 1955 pointed to a difference 
between Western and African patients in the presenta- 
tion and prevalence of depression. Most studies were 
in agreement that guilt feelings, self-deprecation, se- 
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vere retardation, and associated suicidal behavior were 
far less prevalent in Africa than in the Western world. 
Rwegellera (46) agreed with this trend but noted ex- 
ceptional cases such as his own findings in Zambia, 
where depression of the type seen in the West was 
commonly diagnosed among hospital patients. Weiss 
and Kleinman (47), on the other hand, noted with sur- 
prise that earlier reviews of African studies ignored the 
import of the findings of Field (48), an anthropologist 
and psychiatrist, in Ghana. Field investigated the na- 
tive healing shrines of rural Ghana and found that not 
only was depression common but guilt feelings were 
also commonly expressed, especially in relation to 
witchcraft. Weiss and Kleinman (47) concluded that 
earlier Western workers failed to recognize depression 
in Africans because the Western conception of depres- 
sion implied a high level of personality development 
and sense of responsibility, which the colonialists were 
not ready to admit that Africans could have. El-Islam 
(14) noted, 


Affective disorders among Arabs have been reported to 
show a low incidence of undisguised affective symptoms in 
both depressive and manic forms. Guilt feelings have been 
reported to be rare in depressed Arab patients. One study 
found that if depressed patients are allowed to elaborate 
on their feelings beyond the somatic facade, guilt feelings 
could be demonstrated in many especially among the ed- 
ucated, The clinical picture of depression in the urbanized 
Arab is approaching that in the West, a finding which is 
not surprising. (p. 10) 


Although large reviews continue to show the relative 
uncommonness of the more severe symptoms of de- 
pression, isolated works from various countries using 
rigorous methodology have shown the commonness of 
the core symptoms of depression among hospital pa- 
tients in Africa. For instance, in 1983, Majodina and 
Johnson (49), using a standardized instrument for the 
assessment of depressive disorders in Accra, Ghana, 
found that 76%—100% of their patients reported a 
core of depressive symptoms, namely, sadness, de- 
pressed mood, joylessness, inability to enjoy, hopeless- 
ness, anxiety and/or tension, lack of energy, disruption 
of social functioning, lack of self-confidence, loss of 
interest, and loss of ability to concentrate. 

German (6, 7) was particularly impressed by the epi- 
demiologic study in 1979 of Orley and Wing (27) in 
rural Uganda, which used the Present State Examina- 
tion to compare the prevalence and types of depression 
in Uganda with those in London. Similarity was found 
in the pattern of depression. In 1982, Paes et al. (50), 
after reviewing the case notes of Moroccans admitted 
for confirmed mania to the Ar-Razi Hospital in 1980, 
found no fundamental differences in the clinical 
expression of manic-depressive psychosis in Morocco 
compared with that described in Europe. However, 
cross-cultural studies, such as those of Guelfi et al. ($1) 
(comparing Maghrebian and French inpatients), 
Hanck et al. (52) (comparing Senegalese and Spanish 
inpatients), and Ammar et al. (53) in the Maghreb 
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(Morocco, Algeria, and Tunisia), have clearly indi- 
cated the preponderance of somatization symptoms 
among African patients with depressive disorders and 
a preponderance of psychological symptoms among 
Western patients. 

There is no doubt concerning the predominance of 
somatization symptoms among Africans, but somat- 
ization is not unique to Africans. The general thinking 
in African psychiatry is that depression is often equiv- 
alent to somatic complaints (54-56). Reporting from 
the Republic of South Africa, Gillis (57) noted that 
“although manifestations of depression as described 
in the textbooks are rare, depression is common, but 
one must not look for it in terms of feelings of guilt 
and self-reproach and retardation. Feelings of sadness, 
hypochondriasis, and somatization are more charac- 
teristic features.” Binitie (58) came to the same con- 
clusion after reviewing the literature from the Nigerian 
perspective. 

But what is the nature of these somatized symp- 
toms? First, they present as paresthesias (crawling, 
heat, peppery sensations, numbness, and vague aches 
and pains all over the body) quite different from the 
type reported in the Western literature (59). Second, 
although the Yoruba of Nigeria, for instance, refer to 
the heart or abdomen when they are indicating that 
they are depressed, these somatization symptoms do 
not refer to the heart or tummy—thus casting doubt on 
the popular suggestion that somatization is common 
because the dialect of various African tribes does not 
accommodate depression as a concept. Third, unpub- 
lished data from the work of Ohaeri and Olatawura 
are in keeping with the widely held clinical impression 
that patients with somatic symptoms do not respond 
to physical methods of treatment, including sufficient 
doses of tricyclic antidepressants. Another interesting 
feature of affective disorders in Africa is the finding of 
Makanjuola (60) that mania, at least among the Yo- 
ruba Nigerians, tends to be unipolar, which is. different 
from the classical Western picture. 


SCHIZOPHRENIA AND ACUTE PSYCHOTIC STATES 


In view of the wide disparity in the availability of 
health care facilities in Africa and the Western world, 
the finding by the International Pilot Study of Schizo- 
phrenia that, over a period of 2 years, schizophrenic 
patients from the Third World had better outcomes 
than those from the developed nations was surprising. 
(Ibadan, Nigeria, was a center in this study.) In view of 
the widely reported prevalence of acute short-lived 
psychotic states in Africa (6, 7), it is arguable whether 
the results would have been the same if the investiga- 
tors had used DSM-III criteria to diagnose schizophre- 
nia. The available literature shows that the Interna- 
tional Pilot Study of Schizophrenia finding lends 
support to findings of trends in schizophrenia outcome 
that have been noted by earlier workers. Lamont and 
Blignault (61), in a study of 258 male Bantu patients 
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admitted on certification to a psychiatric hospital in 
1952, noted that “mental disorder in the male Bantu is 
far from being the chronic and permanently incapaci- 
tating condition that it is commonly considered to be.” 
Okasha et al. (33), reporting on a study done in Egypt, 
noted that schizophrenic patients from the countryside 
had an acute onset and a better response to treatment 
and did not become chronically ill, “most probably 
because of the protective nature of the family sur- 
roundings and the cohesion of the community among 
such classes.” With regard to the influence of the fam- 
ily in schizophrenia, the protective influence of the ex- 
tended family system, for which Africa is noted, has 
been highlighted by El-Islam (14). In India, Wig et al. 
(62) have shown that a likely factor in the better out- 
come of schizophrenia in the Third World is a more 
tolerant and less critical home environment. 

If that be the case, then once again the thinking 
people of Africa will need to ponder on the already 
visible impact of urbanization, industrialization, and 
education on the extended family system. The large 
number of psychotic vagrants who roam the streets of 
Africa testify to the fact that health planners need to 
give serious attention to issues of rehabilitation. 

Another interesting feature of schizophrenia in Af- 
rica is the commonness of the catatonic forms (33, 63), 
presentations that are said to be rare today. Many of 
the patients with catatonic schizophrenia whom we see 
in clinical practice are quite well fed and of middle- 
class background. 


SUICIDAL BEHAVIOR AND DRUG- AND ALCOHOL- 
RELATED PROBLEMS 


The general indication is that suicide in Africa is far 
less prevalent than it is in developed nations (6, 7, 64). 
The rate of suicide is also reported to be low among 
Negroes worldwide (65). However, Rwegellera’s find- 
ing (66) of a relatively high suicide rate in Lusaka, 
Zambia, is noteworthy. In a study of all open verdicts 
of suicide in Lusaka in 1967—1971, Rwegellera found 
a rate of 12.8 per 100,000 per year for all Africans 
older than 14 years, compared with a rate of 20.9 for 
all European residents of Lusaka. A suicide rate of 7.0 
was found among the Basoga of Uganda (6). Consid- 
ering the particularly low rates of 0.7 found in Nigeria 
(67) and 0.8 in Senegal (6, 7), we could conclude that 
although suicidal behavior is far less prevalent in Af- 
ricans compared with Caucasians, the rates in East 
Africa are higher than those in West Africa. 

A similar trend is also noticeable in the case of al- 
cohol-related problems. Although substantial alcohol- 
related problems have been highlighted in Africa (un- 
published 1988 paper by A.O. Odejide and J.U. 
Ohaeri), the prevalence rate is much lower than that 
reported in developed countries. In the countries of 
East and South Africa, however, alcohol-related prob- 
lems constitute visible problems to the economic and 
health sectors (61, 66, 68). In North African countries, 
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although the value of Islam in restricting the use of 
alcohol is extolled, rates of alcohol-related problems 
(unpublished 1987 paper by El-Tigani Hammad) are 
far higher than those reported for the permissive soci- 
ety of Southern Nigeria (69), for instance. This re- 
minds us of the dangers of secret drinking, which Ti- 


_ gani El-Mahi (70) has highlighted, in societies that call 


for total abstinence. 


AVAILABILITY AND USE OF PSYCHIATRIC SERVICES 


The ethics and standards of scientific medicine are 
not new to Africa. By 1285, they were rigorously pur- 
sued in Egypt. At that time the Al-Mansuri Hospital 
was established in Cairo by Sultan Al-Mansuri Qalan- 
wun (71). In spite of this long contact with the ethos of 
science, the state of psychiatric care in Africa in general 
is poor indeed, except for whites in the Republic of 
South Africa. Psychiatric services for whites in South 
Africa, described in 1979 by Gills (72) and in 1978 by 
Levin (73), is excellent. Under apartheid, however, the 
services for blacks in South Africa are minimal. For 
example, the Weskoppies Mental Hospital has about 
900 beds for male Bantu patients, most of whom are 
admitted patients on certification. In 1953, Lamont 
and Blignault (61) said that “other types of admission 
were few in number.” By 1978, the situation of mental 
health care for blacks seemed to have deteriorated even 
more, as attested to by a preliminary review by the 
WHO Secretariat, published in Psychopathologie Af- 
ricaine (74). The WHO paper stated that “between 
8,000 and 9,000 Africans suffering from mental disor- 
ders are detained against their will in privately owned 
institutions in the Republic of South Africa,” and that 
there was “not a single Black psychiatrist.” By 1979, 
when the society of psychiatrists of South Africa dis- 
cussed the issue of psychiatry for Africans (75), there 
were still no black psychiatrists in South Africa, al- 
though a medical school has now been established 
with admission policies favoring blacks (76). In the 
face of this obviously deliberate neglect on the part of 
the government and the low acceptability and utiliza- 
tion of available health services, Mankazana (77) has 
made a case for the traditional healer in South Africa. 

In the rest of Africa, the situation for psychiatry 
seems best in Egypt and Nigeria, at least in terms of 
number of native psychiatrists and the degree of so- 
phistication in the field. Moreover, these two countries 
have some economic and industrial power and have 
well-established postgraduate medical training pro- 
grams. There are some differences between East and 
South Africa on the one hand and West Africa on the 
other in terms of methods of bringing patients to the 
hospital and the size of psychiatric institutions. 

With Zambia as a focus, Dhadphale and Shaikh (78) 
and Rwegellera (79) have provided insight about East 
African psychiatry. About 65% of all patients brought 
to the hospital to see a psychiatrist in Uganda in 1 year 
were under security escort, and in Zambia 58% of the 
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patients were brought by the police. According to 
Dhadphale and Shaikh (78), “this is to be expected 
since the two countries operate under similar mental 
health acts...and are largely Bantu.” In Zambia, 
which has a population of 5.5 million, there are large 
psychiatric hospitals with few psychiatrists and the 
psychiatric units in general hospitals also have a large 
number of beds but only one or two psychiatrists. For 
example, the Chainama Hill Psychiatric Hospital has 
an official capacity of 420 beds and only six psychia- 
trists (79), and the psychiatric unit of Ndola General 
Hospital has facilities for 180 psychiatric patients and 
two psychiatrists (78). There is extensive use of med- 
ical auxiliaries who have had a 3-year course in mental 
disorders after 10-12 years of general education. We 
have already noted that the Weskoppies Mental Hos- 
pital in South Africa has facilities for 900 male Bantus. 

In West Africa and parts of the Arab North the sit- 
uation is quite different. In Nigeria, for instance, which 
had a population of more than 80 million at the time 
of Rwegellera’s report, psychiatric practice was firmly 
in the hands of natives. There were about 50 psychia- 
trists, most of them in the south. The largest psychiat- 
ric hospital (the Aro Neuropsychiatric Hospital in 
Abeokuta) had an official capacity of 200 (excluding 
the Lantoro Annexe, initially for the criminal insane). 
The oldest teaching hospital at Ibadan had only nine 
beds for psychiatric patients but six psychiatrists. (By 
mid-June 1988, this teaching hospital’s psychiatric 
beds were increased to a record 32, with an annexed 
detoxification unit that also had 32 beds.) In Nigeria, 
it is quite unusual for patients to be brought by the 
police, and there are no psychiatric medical auxiliaries 
like those described for Zambia. 

Collomb (80), in describing the state of psychiatry 
for French West Africa, noted a paucity of psychiatric 
beds. In 1975, the time of his report, most French West 
African countries had no psychiatrists and no psychi- 
atric hospitals, with the exception of Senegal, where 
services were comparatively well developed. The neu- 
ropsychiatric hospital in Dakar, built in 1956, was for 
100 inpatients. In Upper Volta, a ward for psychiatric 
patients in a general hospital had capacity for 80 beds. 
In Cameroon, one hospital in Yaounde was for 80 
beds and another in Duala was for 50 beds. In Benin 
Republic (then Dahomey), a center was being planned. 
In Ivory Coast, a psychiatric hospital at Bingaville had 
capacity for 250 beds. In Niger, a ward was created in 
a general hospital in Niamey with 80 beds. According 
to recent reports, the situation does not seem to have 
improved much. In 1983, Coulibay et al. (81) stated 
that a ward in a general hospital ‘‘still constitutes the 
only facility for psychiatric care in Mali,” and in 1980, 
Osouf (82), writing about Niger, described “‘the in- 
creasingly bad conditions of the assistance to mentally 
ill people in this country.” 

As an example of the situation in Arab North Africa, 
excluding Egypt, El-Tigani Hammad (unpublished 
1987 paper) noted that in Sudan, the only psychiatric 
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hospital in the country (Tigani El-Mahi Psychiatric 
Hospital), opened in 1973, has capacity for 100 beds. 

Except in the Republic of South Africa, mental 
health staff such as trained social workers and clinical 
psychologists are even more scarce than psychiatrists. 
In spite of the fact that substantial childhood -psychi- 
atric disorders have been highlighted, child psychiatric 
services are rare. However, psychiatric nurses are be- 
ing trained in large numbers, and it is hoped that they 
will be able to serve as community psychiatric nurses 
at the primary health care level. Clinical psychology is 
also attracting graduates in Nigerian and Ghanaian 
universities, and—judging by their academic publica- 
tions—-we think that the few clinical psychologists are 
really distinguishing themselves. 

The future looks bright for psychiatry. In Nigeria, a 
department of medical social work is being planned at 
the University of Ibadan in collaboration with a uni- 
versity in the United States. Full-fledged postgraduate 
medical training programs have been started in Nige- 
ria, Egypt, and Kenya, and it is hoped that they will be 
able to attract medical graduates. In addition, the West 
African Postgraduate Medical College, with centers in 
Ghana and Nigeria, caters to the training needs of 
many West African countries. In view of the continu- 
ing economic hardship being experienced in Africa and 
the difficulty or sending students overseas for training, 
agencies such as the Organization of African Unity and 
WHO will need to look into the possibility of spon- 
soring medical graduates to train in psychiatry at the 
available centers in Africa. Under such a scheme, some 
East African doctors have received training in Nigeria. 


TREATMENT METHODS 


The literature (33, 34, 72, 73, 79, 83, 84) shows that 
modern Western methods of treatment are used by 
African psychiatrists. Psychotropic drugs and ECT are 
the most commonly used methods. Because of the 
shortage of anesthetic personnel and equipment, how- 
ever, ECT is usually administered without anesthesia 
(85). In the face of the overwhelming number of pa- 
tients and the few psychiatrists, formal insight- 
oriented psychotherapy is not a common feature of 
psychiatric practice, but supportive psychotherapy is 
often applied. Formal psychotherapy as practiced in 
the West has social and cultural limitations in Africa, 
in view of the popularity of supernatural beliefs, the 
tendency to preject rather than introspect, the patient’s 
expectations of the physician, and some socioeco- 
nomic factors that have been highlighted by Olata- 
wura (86). The techniques of behavior modification 
are being applied by clinical psychologists (87). 


PROBLEMS OF RESEARCH 


Odejide and Acuda (unpublished 1986 paper) have 
lamented the fact that most studies from Africa are 
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descriptive and that studies in biological psychiatry are 
rare. The foreign pharmaceutical companies prefer 
that Africa be a marketing target rather than a source 
of drug trials. Serious socioeconomic and cultural fac- 
tors limit biological and longitudinal psychiatric stud- 
ies in Africa. These factors include lack of funding, 
lack of the relevant technological instruments, illiter- 
acy, poor record keeping, unreliable vital statistics, 
and an unstable political climate. As the literacy rate 
improves and more political stability is achieved, it is 
hoped that these limitations to research will be over- 
come. Africans need to promote the development of 
statistics and research funding. 


STRATEGIES FOR IMPROVING MENTAL HEALTH 
CARE DELIVERY 


Strategies for promoting mental health care should, 
of course, be pursued at the primary, secondary, and 
tertiary levels of prevention. Toward this end, there is 
no shortage of ideas on alternative systems of care in 
Africa (88—90). One that has been actively promoted 
in Nigeria by Lambo, in Senegal by Henri Collomb, 
and Sudan by Tigani El-Mahi is the village system of 
care (91). This has obvious limitations today, with in- 
creasing patient sophistication and dwindling re- 
sources at the village level. 

Although no single system of care can be prescribed 
for Africa, it will be worthwhile to pay particular at- 
tention to the findings and suggestions of the WHO 
collaborative study on strategies for extending mental 
health care in primary health care settings. Psychiatry 
will need to be incorporated into the primary health 
care scheme (92). 


CONCLUSIONS 


Aubrey Lewis (93) was obviously correct in stating 
that “‘there is no convincing evidence that the etiology 
and pathology of the varieties of mental disorder is 
different in Africans from what it is in Europeans... 
and the basic principles of psychiatry seem to be of 
universal application.” 

The subtle differences between Western and African 
psychiatry highlighted in this paper—in terms of symp- 
toms and in the availability and use of services—point 
to the direction in which teachers, researchers, and 
health planners in Africa should lay due emphasis. The 
problems confronting psychiatric practice and research 
are such that we need collaboration with our more 
favored Western colleagues. Such collaboration would 
improve world psychiatric knowledge and promote in- 
ternational scientific business. 

Although difficulties endure, African psychiatrists 
should become creative in the circumstance rather than 
despair. For instance,, we need to study how the 
healthy aspects of the traditional. culture can be 
adapted to formulate appropriate psychotherapy. In 
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this way, our many patients with somatization who do 
not respond to physical methods of treatment will be 
helped. 

The promotion of mental health at the primary level 
of prevention should include health education intelli- 
gently focused on those aspects of traditional beliefs 
which have adversely affected health-seeking behavior. 
Some form of cooperation will have to be established 
with the providers of alternative systems of health 
care, and research in traditional medicine should help 
to improve their clinical skills and economic status. 
Meanwhile, the body of evidence on psychiatric mor- 
bidity is convincing enough to warrant increasing the 
period of psychiatric teaching in undergraduate train- 
ing and incorporating psychiatry into the primary 
health care scheme. 
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A Prospective Analysis of 24 Episodes 
of Neuroleptic Malignant Syndrome 


Patricia Rosebush, M.Sc.N., M.D., F.R.C.P.(C), and Thomas Stewart, M.D. 


The authors prospectively studied 24 consecutive 
cases of neuroleptic malignant syndrome occurring in 
20 patients in a general hospital over a 6-year period. 
They present detailed data concerning the clinical set- 
ting in which neuroleptic malignant syndrome occurs, 
the associated clinical and laboratory features, the fa- 
vorable outcome that can be achieved with vigorous 
supportive therapy, and the factors that might help 
predict whether patients with neuroleptic malignant 
syndrome will subsequently be able to tolerate the 
reintroduction of neuroleptic medication. 

(Am J Psychiatry 1989; 146:717-725) 


() ver the past 20 years it has become evident that 
a minority of patients treated with neuroleptic 
medication develop a fulminant and potentially life- 
threatening illness characterized by hyperthermia, de- 
lirium, and severe extrapyramidal symptoms. Neuro- 
leptic malignant syndrome, as this condition has come 
to be known, was first described by Delay and Deniker 
in 1968 (1). Since that time the literature on the syn- 
drome has been comprised largely of case reports, and 
in the past several years there has been a proliferation 
of reviews of these extant case studies (2—9). Insuffi- 
cient information is provided for many cases, and there 
is considerable variation in the diagnostic criteria used 
both by authors of the primary data studies and by 
reviewers of the literature. These problems have re- 
cently been reviewed by Levinson and Simpson (5). 
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The largest series reported in the English language lit- 
erature to date has included nine patients (10); how- 
ever, the information provided was incomplete, and it 
is unclear whether the authors studied these patients 
prospectively. For the most part, the study of neuro- 
leptic malignant syndrome has involved either analysis 
of data obtained by different clinicians or retrospective 
chart review. 

We have had the opportunity to prospectively study 
24 episodes of neuroleptic malignant syndrome in de- 
tail. To our knowledge, the series constitutes the larg- 
est reported in the world literature. 


METHOD 


Patients were included in this series if fever, rigidity, 
and mental status changes developed suddenly and 
concurrently during neuroleptic medication use and if 
no other medical condition that might fully account 
for the same clinical picture could be identified. We 
studied 24 episodes of neuroleptic malignant syn- 
drome occurring in 20 patients over a period of 6 years 
(from 1981 to 1987). Symptoms of neuroleptic malig- 
nant syndrome developed in 14 patients during psy- 
chiatric hospitalization; in three residing in nursing 
homes; in two patients hospitalized for treatment of 
other medical illnesses; and in one living at home. Psy- 
chiatric diagnoses were made before the development 
of neuroleptic malignant syndrome by psychiatrists at 
university-affiliated hospitals, and they met DSM-III 
criteria. Neuroleptic dosage in each case was converted 
to chlorpromazine equivalents, as outlined by Davis 
(11). Two patients had one repeat episode (cases 1, 2, 
10, and 11), and one patient had two repeat episodes 
(cases 13, 14, and 15). All patients had extensive lab- 
oratory investigations. Chest X-rays as well as cultures 
of blood, urine, and sputum were done in all cases. 
Lumbar puncture with CSF cultures was performed 
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TABLE 1. Treatment and Illness Characteristics of 24 Patients With Neuroleptic Malignant Syndrome 





Age Neuroleptic Duration of 
Case Sex (years) Diagnosis Dose Change* Treatment Syndrome (days) 
1 F 25 Affective disorder ? to 1200 Supportive 9 
2 F 25 Affective disorder 200 to 1000 Supportive 11 
3 M 50 Affective disorder 0 to 300 Supportive, dantrolene, 10 
bromocriptine 
4 F 45 Affective disorder 300 to 300 Supportive, bromocriptine 8 
5 F 40 Affective disorder 0 to 3500 Supportive, dantrolene 13 
6 F 41 Brief reactive psy- 0 to 750 Supportive, dantrolene 12 
chosis 
7 F 39 Affective disorder 400 to 3400 Supportive 5 
8 F 59 Affective disorder 0 to 600 Supportive 5 
9 F 53 Affective disorder 0 to 1500 Supportive 10 
10 M 50 Schizophrenia 0 to 1250 Supportive 5 
11 M 50 Schizophrenia 0 to 750 Supportive 4 
12 M 31 Brief reactive psy- 0 to 1000 Supportive, bromocriptine 8 
chosis 
13 F 69 Affective disorder 500 to 500 Supportive 5 
14 F 69 Affective disorder 500 to 500 Supportive 4 
15 F 69 Affective disorder 500 to 500 Supportive 4 
16 F 17 Atypical psychosis 200 to 520 Supportive, dantrolene, 6 
bromocriptine 
17 M 24 Affective disorder 0 to 480 Supportive 4 
18 M 19 Affective disorder 0 to 750 Supportive 6 
19 F 57 Atypical psychosis 750 to 750 Supportive 7 
20 F 66 Affective disorder 300 to 300 Supportive, bromocriptine 8 
21 M 35 Affective disorder 600 to 240 Supportive 9 
22 M 20 Schizophreniform 80 to 850 Supportive 6 
psychosis 
23 F 45 Affective disorder 0 to 2250 Supportive, dantrolene, 28 
bromocriptine 
24 F 92 Affective disorder ? to 100 Supportive 11 


* Within 1 week before rhe onset of neuroleptic malignant syndrome; measured in milligrams of chlorpromazine equivalents. 


during 19 of the 24 episodes and EEG studies were 
done in eight cases. 

Patients were considered to be dehydrated if from 
the time of admission to the time of discharge at least 
two of the following were present: 1) a 10% or greater 
decrease in hematocrit without intervening hemor- 
rhage, 2) a 40% or greater decrease in serum levels of 
BUN, and 3) a 50% or greater decrease in serum cre- 
atinine concentration. The values on recovery were 
normal, and therefore the higher values at admission 
were taken as evidence of hemoconcentration. Lithium 
toxicity was defined as a serum blood level greater 
than 1.5 mmol/liter. 


RESULTS 
Clinical Setting 


Neuroleptic malignant syndrome developed in 13 
women, with a mean+SD age of 49.8+19.5 years 
(range=17—92 years), and in seven men, with a mean 
age of 32.7+13 years (range=19-—5S0 years). Affective 
disorder was the primary psychiatric diagnosis in 14 of 
the 20 patients. The remaining diagnoses included 
brief reactive psychosis (N=2), atypical psychosis (N= 
2), schizophrenia (N=1), and schizophreniform psy- 
chosis (N=1). Before 20 of the 24 episodes, patients 
were acutely psychotic: 18 were agitated, while two 
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were withdrawn and quiet. In the remaining four 
cases, which developed outside a hospital setting, there 
was not enough evidence to determine whether or not 
the patients were psychotic or agitated beforehand. No 
physical restraints were used with any patient. Every 
episode of neuroleptic malignant syndrome that devel- 
oped in patients hospitalized for psychiatric illness 
(N=16) occurred within the first month of admission, 
and all but two cases developed within the first 2 
weeks. Twelve (50%) of the episodes occurred in sum- 
mer (June, July, August) while only one episode oc- 
curred during the winter months of December to Feb- 
ruary. Information about whether or not patients were 
in air-conditioned surroundings at the time they devel- 
oped neuroleptic malignant syndrome was present for 
11 of these 12 episodes. In five instances there was air 
conditioning and in six instances there was not. 


Drugs 


Twelve (60%) of the 20 patients had a history of 
earlier neuroleptic exposure, but none had a previously 
documented episode of neuroleptic malignant syn- 
drome. Characteristics of patients and neuroleptic use 
before the 24 episodes are shown in table 1. Six dif- 
ferent neuroleptic drugs were prescribed. Haloperidol 
was administered either alone or with another neuro- 
leptic in 14 of the 24 episodes. The daily neuroleptic 
dose in chlorpromazine equivalents ranged from 80 to 
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3500 mg and was 1000 mg or greater in eight cases. In 
five of nine cases patients who developed neuroleptic 
malignant syndrome while taking the chlorpromazine 
equivalent of 500 mg/day or less were over the age of 
65. The episode precipitated by the chlorpromazine 
equivalent of 50 mg (case 11) occurred when a patient 
was rechallenged within 24 hours after resolution of a 
previous episode. In 15 (65%) of 22 cases for which 
we have sufficient data, neuroleptics had been given for 
the first time (N=4), reintroduced after a drug-free 
interval (N=7), or increased in dose (N=4) within the 
previous 7 days. Five patients developed neuroleptic 
malignant syndrome while on regimens of stable or 
reduced neuroleptic dosages, and in four of the five, 
severe dehydration clearly preceded the onset of the 
syndrome (cases 4, 19, 20, and 24). The fifth patient 
(case 13) was an elderly woman from a nursing home 
who developed neuroleptic malignant syndrome while 
receiving a stable dose of neuroleptic 5 days after an 
increase in lithium. She then had two repeat episodes 
when neuroleptic reintroduction was attempted. 

Lithium was being used at the time neuroleptic ma- 
lignant syndrome developed in 14 (58%) of the 24 
episodes, and toxic levels were measured in four. In 
two patients the lithium toxicity clearly followed the 
onset of neuroleptic malignant syndrome and ap- 
peared to be secondary either to myoglobinuric renal 
failure or to the dehydration that occurred after the 
neuroleptic malignant syndrome episode began. In two 
other cases with severe dehydration, it was impossible 
to discern the exact sequence of dehydration, lithium 
toxicity, and neuroleptic malignant syndrome. Non- 
neuroleptic medications with anticholinergic proper- 
ties were being used concurrently with the neuroleptics 
in 16 (67%) of the 24 cases, and benzodiazepines were 
being prescribed in seven (29%). 


Concurrent Medical Ulness 


No additional active medical illness could be iden- 
tified in 15 (63%) of the 24 cases. In three of the nine 
remaining episodes (cases 4, 10, and 22) the patient 
had either respiratory or urinary tract infection. In case 
4, the patient also had adult-onset diabetes, with pro- 
found dehydration and lithium toxicity. A fourth pa- 
tient (case 3) developed neuroleptic malignant syn- 
drome while abusing both lidocaine and alcohol. Case 
6 involved a patient with gastroenteritis and dehydra- 
tion following a small bowel resection for Crohn’s dis- 
ease. She became acutely agitated and psychotic. 
Within 24 hours of receiving neuroleptics, she devel- 
oped neuroleptic malignant syndrome. In case 12, neu- 
roleptic malignant syndrome occurred in a young man 
hospitalized with newly diagnosed acquired immune 
deficiency syndrome (AIDS) and a pneumocystis cari- 
nii infection. Shortly after learning of his diagnosis, he 
became agitated and paranoid. He was given neuro- 
leptics and within 24 hours developed the full mani- 
festations of the syndrome. Neuroleptic malignant syn- 
drome developed in a 66-year-old woman (case 20), 
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receiving a stable dose of neuroleptic and lithium, 
when she became markedly dehydrated and lithium 
toxic secondary to a gastrointestinal hemorrhage. 

In case 21, neuroleptic malignant syndrome oc- 
curred in a man who developed hyperosmolar nonke- 
totic syndrom2 while being treated in a psychiatric 
hospital for a psychotic illness. While being transferred 
to a general Fospital for treatment of his profound 
dehydration and hyperglycemia, he developed neuro- 
leptic malignant syndrome, which was heralded by a 
temperature rise to 108 °F. Case 23 involved a patient 
whose long-stending medications of lithium, perphe- 
nazine, and amitriptyline were abruptly discontinued, 
whereupon she became acutely agitated and psychotic. 
Haloperidol was administered, and within 24 hours she 
developed neuroleptic malignant syndrome. In addition 
to these acute medical problems, nine patients (45%) 
had the following underlying conditions: seizure dis- 
order, currently stable (cases 10, 11, and 19); chronic 
organic brain syndrome (cases 16, 20, and 24); previ- 
ous cerebral vascular accident (case 8); cardiac disease, 
currently stable (cases 13, 14, 15, and 24); and chronic 
obstructive pulmonary disease (case 9). 


Clinical Features of the Neuroleptic Malignant 
Syndrome 


All patients (summarized in table 2) were pro- 
foundly ill and prostrate in bed. Delirium was present 
in all cases. Skin was warm and flushed, and all pa- 
tients were diaphoretic. All patients had fever (mean 
+SD temperature=103+1.9 °F), tachycardia (mean 
heart rate=136+19.5 beats per minute), and tachyp- 
nea (respiratory rate=34+9.8 breaths per minute). Tem- 
perature was hizhest within the first 48 hours in 88% 
of the cases. Blood pressure was persistently high in 10 
cases (44%), labile in eight cases (33%), low in two 
cases (8%), both of which involved marked dehydra- 
tion, and normal in the other four. Muscular rigidity of 
all limbs was present in 23 (96%) of 24 cases, although 
it was best described as mild in three cases (cases 2, 3, 
and 5). Coarse tremulousness of the trunk and extrem- 
ities was observed in 22 (92%) of 24 cases, and 14 
(59%) involved a new movement disorder character- 
ized by either drstonic posturing or choreiform move- 
ments of the extremities. Periods of muteness or hypo- 
phonia occurred within 48 hours in 23 (96%) of 24 
cases. Incontiner.ce developed in 13 (55%) of 24 cases, 
and a new macular papular rash on the trunk and ex- 
tremities was nozed in seven cases (30%). 

A striking, frightened facial expression was observed 
in all cases. As 11 patients were later able to describe, 
this was accompanied by a wish to speak but an in- 
ability to do so. This inability to speak and a sense of 
impending doom had produced overwhelming anxiety. 
Two patients commented that throughout the episode 
they had been tormented by hallucinations to which 
they were unable to give voice. 
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TABLE 2. Clinical and Blochemical Characteristics of Patients 
With Neuroleptic Malignant Syndrome 


Patients 
With Feature 
Feature Total N Yo 
Clinical 
Fever 24 24 100 
Tachycardia 24 24 . 100 
Delirium 24 24 100 
Diaphoresis 24 24 100 
Rigidity 24 23 96 
Muteness 24 23 96 
Tremulousness 24 22 72 
Movement disorder 24 14 58 
Incontinence 24 13 54 
Hypertension 24 10 42 
Labile blood pressure 24 8 33 
Dyspnea 24 7 29 
Rash 24 7 29 
Biochemical 
Blood 
Dehydration“ 24 22 92 
High creatinine phosphokinase 
level i 23 21 91 
High LDH level 22 20 91 
Low iron level 20 19 95 
High SGOT level 23 19 83 
High SGPT level 22 13 59 
Leukocytosis 24 18 75 
Thrombocytosis 16 9 56 
Low calcium level 24 13 54 
Low magnesium level 16 10 63 
High alkaline phosphatase 
level 24 5 21 
Urine 
Proteinuria 23 21 91 
Myoglobinuria 24 16 67 
CSF protein 19 Z 37 
Diffuse slowing on EEG 7 7 100 


* See definition in text. 
Laboratory Features 


Dehydration. Dehydration was present in 22 (92%) 
of 24 cases at the time of presentation with neuroleptic 
malignant syndrome. In addition to meeting the crite- 
ria for dehydration outlined in the Methods section, 
six cases (25%) involved hypernatremia, with a serum 
sodium level of more than 150 meg/liter. 

Muscle and liver enzymes. Creatinine phosphoki- 
nase was increased above the normal limit (0-200 IU/ 
liter) in all 21 cases for which serial values were avail- 
able. In one episode, levels were not determined and in 
two, values were determined only on day 1. Isoenzy- 
matic analysis showed 99%—100% muscle fraction in 
all cases. Serum creatinine phosphokinase level was 
greater than 10,000 JU/liter in seven cases and greater 
than 1000 [U/liter in 18. Levels of LDH, SGOT, and 
SGPT all tended to be elevated but less dramatically 
than creatinine phosphokinase. In the 22 cases in 
which LDH was determined, only three involved val- 
ues above 1000 [U/liter {normal=0—200 IU/lter), and 
none involved values greater than 2000 [U/liter. When 
cases with daily creatinine phosphokinase and LDH 
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levels were examined, peak levels occurred on days 2 
and 3 in 64%, on days 4 to 7 in 29%, and on day 1 in 
only one instance (7%). SGOT was measured in 23 
cases and was found to be elevated in 19 (83%), but in 
no instance was it greater than 700 IUiter (nor- 
mal=0—40 JU/liter). Similarly, SGPT, measured in 22 
episodes, was elevated in 14 (64%) but was never 
more than 500 [U/liter (normal=0—40 [U/liter). Alka- 
line phosphatase was mildly elevated in five cases 
(21%), and bilirubin was normal in all cases. 

Blood cell counts. White blood cell count was ele- 
vated in 18 cases (75%). In all cases in which the white 
blood cell count was greater than 20,000/mm’, lithium 
was being used concurrently. No eosinophilia was 
found. Platelet count was determined during 16 epi- 
sodes and was above normal (150,000-440,000/mm7°) 
in nine (56%). 

Calcium and magnesium. Serum calcium values 
were determined at least once in all patients within the 
first week. Hypocalcemia (mean+SD serum calcium 
value=8.4+0.16 mg/dl), when corrected to an albu- 
min level of 4.0 g/dl, was found in 13 cases (54%). 
Jonized calcium levels were not determined. Hypo- 
phosphatemia was noted in six cases, including two of 
those with hypocalcemia. Only one instance of hyper- 
phosphatemia was seen. Serum magnesium was deter- 
mined in 16 cases and was found to be low in 10 
(65%), with a range of 1.5 to 1.9 mg/dl. 

Serum iron. Serum iron levels were determined be- 
tween 7:00 a.m. and 9:00 a.m. in 19 cases, and 18 
(95%) involved values that fell below the normal range 
(52—180 mg/dl). In 13 cases, serum iron was below 40 
mg/dl, and in seven, serum iron was 20 mg/dl or less. 
Levels were determined three or more times during 14 
episodes. In all but one case, the lowest serum iron was 
recorded within 7 days of the onset of symptoms. The 
patient with a gastrointestinal hemorrhage was not in- 
cluded in this analysis. 

Urinalysis. Proteinuria was present in 91% of the 


_cases. In 16 cases (67%) there was evidence of myo- 


globinuria, and hemegranular casts were detected in 
seven. 

Spinal fluid analysis. Cell counts and glucose were 
normal in all 19 cases in which CSF was examined. 
CSF protein was within the normal range in 12 cases 
(63%) and was elevated in seven (37%). 

EEG. EEG recordings showed diffuse slowing with- 
out focal abnormality, consistent with a metabolic en- 
cephalopathy, in seven of the eight cases that were 
studied. In one instance the EEG was uninterpretable ~ 
secondary to artifact caused by tremulousness. 


COMPLICATIONS, TREATMENT, AND OUTCOME 


Neuroleptics were discontinued, and all patients re- 
ceived intravenous fluid as well as antipyretic agents. 
Sixteen patients received antibiotics, although only five 
had identified infectious processes. Of 14 patients in 
which lithium was being used at the time neuroleptic 
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malignant syndrome symptoms developed, seven con- 
tinued to have measurable levels of lithium throughout 
the course of their illness. Dantrolene and bromocrip- 
tine, either alone or together, were used in eight cases. 
In five cases, temperature and creatinine phosphoki- 
nase had begun to fall just before the drug was started. 
Mean+SD duration of the illness was 9.342.4 days 
for those who received bromocriptine or dantrolene or 
both and 6.0+3.0 days for those who did not. In a 
single case treated with both drugs within 48 hours of 
the onset of the syndrome, neuroleptic malignant syn- 
drome persisted for 28 days; this case was a statistical 
outlier, as defined by Grubbs (12), and was not in- 
cluded in the calculation of the mean duration for the 
drug-treated group. Another patient {case 5), whose 
muscle biopsy later showed abnormal contractility in 
response to caffeine and halothane, clearly had no re- 
sponse to the use of dantrolene. 

Fourteen patients continued to have extrapyramidal 
symptoms or mild abnormalities of vital signs and 
muscle enzymes at the time of discharge. These abnor- 
malities could occur even after their conditions had 
normalized. In none of the 14 patients were the fluc- 
tuations related to efforts to reintroduce neuroleptics. 

There were no deaths in this series. Prerenal azote- 
mia developed in 16 cases (67%) and renal failure in 
seven (30%), two of which required hemodialysis. In 
five cases (21%) respiratory distress necessitated intu- 
bation. All but one of the patients in this series re- 
turned to the institution or residence from which they 
had been referred. The lone exception was the patient 
with AIDS, who was discharged to a nursing home 
with a persistent organic brain syndrome. Three pa- 
tients continued to have parkinsonian symptoms until 
the time they were lost to follow-up 1, 3, and 5 months 
later. One patient complained of persistent muscle 
weakness for months after her discharge. Another pa- 
tient with mild cognitive impairment before the epi- 
sode had a clear and persistent worsening of her de- 
mentia for 3 months after resolution of the neuroleptic 
malignant syndrome (case 24). 

Marked anomia was evident in two patients (cases 9 
and 23) in the early recovery period and cleared over a 
matter of weeks in both. Another patient with a long 
history of exposure to neuroleptics developed a severe 
tardive dyskinesia for the first time when low-dose 
neuroleptics were reintroduced 6 months later (case 8). 

Neuroleptics were reintroduced to 15 patients. Thir- 
teen (87%) were eventually able to take this medica- 
tion again. The most important variable affecting the 
ability of patients to tolerate reintroduction was the 
time that had elapsed after the resolution of neurolep- 
tic malignant syndrome. Neuroleptics were safely re- 
introduced if 2 weeks or more had passed since recov- 
ery from the episode (13). The choice of a neuroleptic 
lower in potency and dosage than that which precip- 
itated the initial neuroleptic malignant syndrome epi- 
sode was not significantly related to successful outcome. 
Two patients had a reemergence of some signs of neuro- 
leptic malignant syndrome (fever, diaphoresis, rigidity) 
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when lithium, not neuroleptic, treatment was re- 
started. 


DISCUSSION 


Our data point to a number of factors that appear to 
predispose subjects to the development of neuroleptic 
malignant syndrome. Neuroleptics were either newly 
introduced or increased in dosage in 15 (65%) of the 
22 cases for which we have full data. Increase in dos- 
age is clearly not a sufficient explanation for the devel- 
opment of this syndrome, given the frequency of such 
an intervention in the psychiatric population at large 
and the low prevalence of neuroleptic malignant syn- 
drome. Nevertheless, it may be a risk factor for those 
individuals who are otherwise vulnerable. While early 
reports suggested that there is no relationship between 
absolute neuroleptic dosage and the occurrence of neu- 
roleptic malignant syndrome, in our series, 15 of the 
19 nongeriatric cases who developed neuroleptic ma- 
lignant syndrome for the first time were receiving dos- 
ages in excess of 500 mg of chlorpromazine equivalent 
per day. There is accumulating evidence (14, 15) that 
other types of neuroleptic toxicity increase with dos- 
age, and it would appear that neuroleptic malignant 
syndrome joins the growing list of side effects that are 
dose related. It is prudent, whenever clinically possible, 
to treat extrapyramidal side effects by lowering the 
dosage of medication. 

One of the most striking findings in our series is that 
only one of the 20 patients who developed neuroleptic 
malignant syndrome had a diagnosis of schizophrenia, 
while 14 had affective disorders. Indeed, chart review 
revealed that even the one patient who had been diag- 
nosed as schizophrenic was on a regimen of lithium 
and was severely agitated before developing neurolep- 
tic malignant syndrome; this raises the question of 
whether there was a major affective component to his 
illness. This low ratio of schizophrenia to affective dis- 
order is unlikely to be simply selection bias, as the 
Massachusetts Mental Health Center, Sunnybrook 
Medical Centre, and the hospitals from which patients 
were referred to Beth Israel Hospital for treatment are 
all institutions that see a high proportion of schizo- 
phrenic patients. Other investigators have suggested 
that affectively disordered patients may have a greater 
predisposition to certain neuroleptic side effects such 
as tardive dyskinesia (16—18) and neuroleptic malig- 
nant syndrome (19). A preponderance of affective dis- 
order in patients who develop neuroleptic malignant 
syndrome may reflect a state-dependent vulnerability 
such as has been proposed for lithium toxicity (20) and 
neuroleptic-induced dyskinesias (21). Virtually all pa- 
tients for whom data are available were acutely agi- 
tated before developing neuroleptic malignant syn- 
drome. It is possible that agitation and restlessness 
represented undiagnosed akathisia, which might create 
a state-dependent predisposition to neuroleptic malig- 
nant syndrome. Since 12 (86%) of the 14 patients with 
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affective disorders were taking antidepressants or lith- 
ium or both, the increased vulnerability to neuroleptic 
malignant syndrome may be related to the concurrent 
use of these medications. 

Forty-two percent of the patients in this series suf- 
fered from another form of brain pathology or vulner- 
ability in addition to psychiatric illness. This includes 
the six patients with underlying seizure disorders, 
chronic organic brain syndromes, or cerebral vascular 
accidents (cases 8, 10, 11, 16, 19, 20, and 24), the 
individual with AIDS (case 12), and two patients with 
either drug withdrawal or intoxication (cases 3 and 
23). This finding suggests that any CNS compromise 
increases the risk of developing neuroleptic malignant 
syndrome. 

Most patients were dehydrated. While in several 
cases the history quite clearly indicated that dehydra- 
tion predated the onset of neuroleptic malignant syn- 
drome, in most instances it was difficult to determine 
whether the dehydration that was present on admis- 
sion to the hospital preceded or followed the onset of 
the syndrome. This issue is particularly difficult to sort 
out since fever, marked diaphoresis (22), and de- 
creased fluid intake after the onset of the syndrome can 
themselves lead to dehydration. Whether a primary or 
a secondary feature of the illness, dehydration may 
contribute to the development of fulminant neurolep- 
tic malignant syndrome by increasing the effective con- 
centration of neuroleptic in the extracellular fluids. 
This is certainly suggested by the fact that in four 
cases, patients developed neuroleptic malignant syn- 
drome while on stable doses of neuroleptics when they 
became severely dehydrated and by the one case in 
which neuroleptic malignant syndrome occurred de- 
spite a reduction in neuroleptic dose when profound 
dehydration was present. Dehydration alone would 
not cause diaphoresis, high creatinine phosphokinase 
levels, mutism, and labile or elevated blood pressure. 


DIFFERENTIAL DIAGNOSIS 


While all patients showed a striking stereotypical 
clinical picture, there are several other conditions that 
must be considered in the differential diagnosis of neu- 
roleptic malignant syndrome. 


Other Conditions 


Infection plus neuroleptic side effects. One of the 
more difficult problems in the differential diagnosis of 
neuroleptic malignant syndrome is presented by the 
patient who develops infection while taking neurolep- 
tics. Over the 6-year course of this study, we saw many 
patients with neuroleptic-induced side effects plus in- 
fection but diagnosed neuroleptic malignant syndrome 
in only five. These five patients were clearly distin- 
guished from the others by the fulminant onset and 
severity of extrapyramidal signs and symptoms, as well 
as by the presence of delirium, marked akinesis, mut- 
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ism, and rhabdomyolysis. Neuroleptic-treated patient 
with a CNS infection can present with fever, delirium 
and even rhabdomyolysis secondary to seizures, falls 
or coma. We excluded all cases with CNS infectio: 
from our series and recommend that a lumbar punc 
ture be performed whenever the diagnosis of neurolep 
tic malignant syndrome is being considered. Clinician: 
should not be reluctant to make a diagnosis of neuro 
leptic malignant syndrome in the presence of a non 
CNS infection, as they may often coexist. Infection ma’ 
predispose subjects to neuroleptic malignant syndrom: 
by producing dehydration. Conversely, neuroleptic ma 
lignant syndrome may create a setting for infection a 
a result of respiratory compromise, immobility, anc 
urinary catheterization. 

Other drug toxicities. Several features of neurolepti 
malignant syndrome are seen in anticholinergic toxic 
ity (23). Fever, tachycardia, delirium, and a history o 
psychotropic medication use are found in both condi 
tions. However, anticholinergic toxicity is character 
ized by an absence of sweating instead of diaphoresis 
hypotension versus lability or an increase in bloos 
pressure, urinary retention rather than incontinence 
and agitation as opposed to the muteness, rigidity, an 
akinesia typical of patients with neuroleptic malignan 
syndrome. Similarly, leukocytosis, elevated muscle en 
zymes, and myoglobinuria have not been described ii 
anticholinergic toxicity. It is nevertheless still possibli 
that a deficiency in cholinergic transmission may con 
tribute to some of the clinical features of neurolepti: 
malignant syndrome. 

Over half of the patients in this series were takin, 
lithium, and in two cases the initiation of lithium ther 
apy alone led to a reappearance of neuroleptic malig 
nant syndrome. This raises the question of the rela 
tionship between lithium and neuroleptic malignan 
syndrome. Lithium toxicity is not associated with feve 
and typically produces weakness, lethargy, cerebella 
dysfunction, fasciculations, myoclonus, and seizure 
(24, 25)—a clinical picture quite easily distinguishabl 
from neuroleptic malignant syndrome. Lithium ma’ 
predispose to neuroleptic malignant syndrome by ren 
dering the brain more vulnerable to neuroleptic sid 
effects (26, 27). In addition, lithium can cause diabete 
insipidus and dehydration, which may in turn result i 
an effective increase in neuroleptic concentration. 

The ability of lichium alone to produce extrapyram 
idal side effects appears to be rare (28—30). However 
the findings of reduced dopamine synthesis in rats afte 
chronic lithium therapy (31), worsening of pre 
existing extrapyramidal symptoms during lithium us 
(32), and the report of akathisia in a patient takin; 
lithium alone (33) suggest that lithium might affect th 
dopaminergic system in a way similar to neuroleptics 
Another report of lithium toxicity described rhabdo 
myolysis and elevated levels of creatinine phosphoki 
nase, although it did not specify whether the patien 
had also received neuroleptics (34). Lithium toxicit 
has been associated with rigidity, although in mos 
instances neuroleptics are being used concurrent! 


Am ] Psychiatry 146:6, June 198! 


(35—37) or there is failure to report their use (38—41). 
Patients with evidence of both neuroleptic malignant 
syndrome and lithium toxicity have been described 
(42). 

Catatonia. lt is important to distinguish psychogenic 
catatonia from neuroleptic malignant syndrome. Pa- 
tients with this disorder have varying combinations of 
catalepsy, mutism, immobility, negativism, echolalia, 
echopraxia, stereotypy, grimacing, and posturing (43). 
Hyperthermia, autonomic instability, and elevation of 
muscle enzymes are rarely present. Patients with psy- 
chogenic catatonia usually improve, rather than 
worsen, when given neuroleptics. No one in our series 
had a history of catatonia, and all patients improved 
when neuroleptics were discontinued. There are sev- 
eral reports from the preneuroleptic era of a syndrome 
with clinical features remarkably similar to those seen 
with neuroleptic malignant syndrome (44—48). This 
earlier syndrome, which has been termed lethal cata- 
tonia (49), consisted of intense psychomotor activity 
with fever, diaphoresis, tachycardia, labile blood pres- 
sure, altered consciousness, and mutism, eventually 
giving way to stupor and exhaustion. Affectively dis- 
ordered patients may be overrepresented in this con- 
dition (50). The relationship between lethal catatonia 
and neuroleptic malignant syndrome is presently not 
clear, but it is possible that the two disorders share the 
same underlying pathophysiology. 

Malignant hyperthermia. Many observers have com- 
mented on the similarity between neuroleptic malig- 
nant syndrome and malignant hyperthermia. Both are 
characterized by fever, delirium, a hypermetabolic 
state of skeletal muscle, and rhabdomyolysis. The pos- 
sibility of an etiological connection between the two 
syndromes has been strengthened by reports of abnor- 
mal muscle biopsies in patients who develop neurolep- 
tic malignant syndrome (51) and the apparent success 
of dantrolene as a treatment agent in both conditions 
(52—56). In our series, only one patient had a muscle 
biopsy, which showed abnormal contractility to caf- 
feine and halothane. Another patient in our series had 
a niece with malignant hyperthermia. There are impor- 
tant differences between malignant hyperthermia (57, 
58) and neuroleptic malignant syndrome. The precip- 
itating stimuli are different; malignant hyperthermia 
occurs in response to halogenated inhalational anes- 
thetic agents and depolarizing muscle relaxants such as 
succinylcholine. Neuroleptics have actually been used 
in the treatment of malignant hyperthermia (57), and 
there are numerous reports of patients with neurolep- 
tic malignant syndrome who have gone on to receive 
anesthesia without incident (59). To date, there has 
not been a case report of someone who has suffered 
from both syndromes. That is not to say, however, that 
they cannot coexist. 

Heat stroke. The occurrence of many episodes of 
neuroleptic malignant syndrome during the summer 
months raises the question of heat stroke. There are 
certain features that allow one to distinguish between 
neuroleptic malignant syndrome and heat stroke (60, 
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61). Patients with heat stroke are typically not diapho- 
retic or rigid, and blood pressure is usually low. The 
biochemical profile is that of metabolic acidosis sec- 
ondary to shock and hypoxemia. The etiology of heat 
stroke in psychiatric patients may be related to the 
inhibition of sweating secondary to anticholinergic 
medications. 

The fact that 12 of our cases occurred during the 
summer months while only one occurred from Decem- 
ber to February is consistent with the previous obser- 
vation that high ambient temperatures may be a pre- 
disposing fact to neuroleptic malignant syndrome (62). 
However, no firm conclusion can be drawn given that 
half of the “summer” episodes developed in air-condi- 
tioned environments. 

Status epilepticus. This condition may mimic neuro- 
leptic malignant syndrome. One of us (P.R.) has seen a 
case of status petit mal seizures that was remarkably 
similar to neuroleptic malignant syndrome. Marked 
rigidity, full body tremor, muteness, and a frightened 
stare were all present in this patient, who was taking a 
dopamine-blocking agent. Fever, tachycardia, and 
blood pressure lability were also present, although to a 
lesser extent. The EEG was diagnostic, showing a focal 
spike and wave pattern rather than diffuse slowing. It 
is also noteworthy that despite the severe rigidity, cre- 
atinine phosphokinase levels were only marginally el- 
evated, other muscle enzymes were normal, no leu- 
kocytosis was present, and the patient was not 
diaphoretic. EEG studies should be done when possi- 
ble in all cases of suspected neuroleptic malignant syn- 
drome. The two patients (three episodes) in our series 
with a history of epilepsy had EEGs compatible with a 
diffuse encephalopathy, not seizures. 

Drug allergy. Rash has not been previously reported 
in neuroleptic malignant syndrome. Its occurrence in 
seven patients suggests that drug allergy may play a 
role in the illness in some cases; however, the absence 
of eosinophilia and lack of any consistent relationship 
between the initiation of neuroleptics and the onset of 
a rash would suggest that this is unlikely. 


Laboratory Abnormalities 


One of the most striking findings in this series was 
the consistent and dramatic fall in serum iron concen- 
tration. This finding, which to our knowledge has not 
been previously reported, may in fact be an important 
marker for the illness. Hypoferremia is known to occur 
in febrile infectious conditions in response to the pro- 
duction of endogenous pyrogen by leukocytes (63). 
However, two episodes (cases 2 and 6) in which infec- 
tion and fever were present before the development of 
neuroleptic malignant syndrome and in which iron lev- 
els were measured before and during neuroleptic ma- 
lignant syndrome suggest that infection or fever alone 
may not fully account for the precipitous drops. In 
both instances, serum iron level had dropped to below 
normal before neuroleptic malignant syndrome but 
then showed a further reduction of greater than 50% 
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with the onset of the syndrome. Hypoferremia has 
been reported in strenuous exercise (64) and myocar- 
dial infarction (65—68), suggesting that muscle injury 
may be responsible. Whatever the underlying etiology, 
reductions in serum iron may contribute to the patho- 
physiology of the disorder, as iron has been implicated 
in striatal dopamine receptor function (69-72). 

It is commonly believed that neuroleptic malignant 
syndrome is associated with hepatic dysfunction. In 
our series, we did not find good evidence to substan- 
tiate this. Alkaline phosphatase and bilirubin were 
normal or only minimally elevated (in the case of the 
former) in every case. Other liver function indices such 
as LDH, SGOT, and SGPT were elevated, but these 
enzymes are also found in muscle, and there seems 
little need to invoke a hepatic etiology. 

The cause of the hypocalcemia is not clear. Values 
were corrected for albumin loss. Calcium levels may 
fall during rhabdomyolysis secondary to sequestration 
in muscle (73). All patients with creatinine phospho- 
kinase levels above 10,000 IU/iter were hypocalcemic. 
Typically, however, phosphorus is elevated in these 
instances, and only one patient in this series had hy- 
perphosphatemia. Renal failure can cause hypocalce- 
mia in the oliguric phase, but there was no consistent 
relationship between the finding of low calcium and 
the presence of renal failure. While hypomagnesemia 
can lead to hypocalcemia, the levels seen during the 
episodes of neuroleptic malignant syndrome in this se- 
ries were not low enough (74). The elevated platelet 
count most likely represents a reactive thrombocytosis 
which is seen in a number of acute conditions includ- 
ing trauma, infection, and inflammatory disease (75). 


Treatment 


A mortality rate of 20%-—30% for neuroleptic ma- 
lignant syndrome has been cited since the early reports 
in the literature. In this series, there were no fatalities 
and there were few sequelae. Clearly, with good sup- 
portive care in hospital, the illness need not be fatal 
and in fact has a good prognosis. Perhaps the high 
fatality rate reported to date will decrease as familiar- 
ity with the syndrome increases and an early diagnosis 
is made. It did not seem that the zero fatality rate could 
be attributed to an exclusion of severe cases. In fact, all 
patients in this series were profoundly ill and had a 
mean duration of illness identical to that described in 
the literature. Beyond what can be achieved with sup- 
portive care and discontinuation of neuroleptics, this 
series does not support the usefulness of bromocriptine 
and dantrolene. The natural course of the illness is 
improvement, although there can be fluctuations in vi- 
tal signs and enzyme levels for a considerable length of 
time. As this series suggests, many patients experience 
profound anxiety during the illness secondary to un- 
treated psychosis and feelings of impending doom. 
Benzodiazepines should be seriously considered during 
the treatment of neuroleptic malignant syndrome both 
for the patient’s comfort and to decrease the hyperad- 
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renergic state, which may contribute to the pathophys- 
iology of the disorder (76). 
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Changing Patterns of Neuroleptic Dosage Over a Decade 


Gerard T. Reardon, Ph.D., Arthur Rifkin, M.D., Arthur Schwartz, M.D., 
Arthur Myerson, M.D., and Samuel G. Siris, M.D. 


A study-of patterns of neuroleptic dosage for 206 
schizophrenic inpatients showed significant differences 
over time and among three centers—a general hospital 
psychiatric unit, a community mental health center, 
and a state hospital. In 1982 patients’ mean dose at 
discharge was higher than the peak mean daily dose in 
1973, and high-potency neuroleptics were being used 
almost exclusively. The mean length of stay decreased 
from 49 days in 1973 to 34 days in 1982. The possible 
relationship, if any, between increasing dosage, de- 
creased length of stay, and the switch from low-potency 
to high-potency neuroleptics remains undetermined. 

(Am J Psychiatry 1989; 146:726-729) 





umerous double-blind, controlled studies have 

documented the efficacy and safety of neurolep- 
tic medications and set overall guidelines for their use 
(1-5). Within these guidelines, the effective range of 
doses for the treatment of acute psychosis has been 
found to be 400—1200 mg/day of chlorpromazine or 
the equivalent (4—7). Although it has been argued that 
rapid-loading doses of neuroleptics are useful in acute 
psychosis (8), this aspect of treatment is controversial, 
inasmuch as a number of controlled studies have not 
produced convincing evidence for the greater efficacy 
of this ‘strategy (5), and no conclusive evidence has 
emerged that increasing neuroleptic dosage over the 
longer course of acute treatment benefits psychotic pa- 
- tients (9, 10). Nevertheless, it was our clinical impres- 
sion that in the general prescribing practice of inpa- 
tient psychiatry, a gradual escalation of neuroleptic 
dosage had taken place over recent years. We therefore 
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undertook an investigation to document whether an 
increase in psychopharmacology had occurred and, if 
so, to what extent. 


METHOD 


To test the hypothesis that dosage has been increas- 
ing over time, the practices of three inpatient units—a 
voluntary nonprofit general hospital with an inpatient 
psychiatric service, a community mental health center 
(CMHC), and a state hospital—were chosen for re- 
view. All three facilities were affiliated with medical 
schools. We reviewed the cases of a preselected num- 
ber (25 per year per center) of consecutively discharged 
inpatients in each center for the years 1973, 1977, and 
1982, beginning in January of each year. A total of 532 
charts were selected for possible review on the basis of 
computer-generated lists of discharge diagnoses that 
used the DSM-II criteria for the diagnoses of schizo- 
phrenia for the 1973 and 1977 samples and the DSM- 
III criteria for the 1982 sample. Charts were included 
if the patient had been diagnosed as having schizophre- 
nia, was between the ages of 17.5 and 65 years, and 
had stayed in the hospital for at least 14 but not more 
than 120 days. For the state hospital sample, in addi- 
tion, exclusion criteria were 1) patients could not have 
been transferred from other state hospitals and 2) they 
could not have had an extended pass to leave the in- 
patient unit (for 3 days or more). Patients from all 
three centers were included if they had received anti- 
parkinsonian agents or benzodiazepines but were ex- 
cluded if they had received antidepressants, lithium, or 
ECT. 

For each patient the following data were collected 
by reviewing the chart record: age, sex, diagnosis, 
length of stay, and specific type and daily dose of an- 
tipsychotic for each day of hospitalization. Because of 
the number of different types of neuroleptics used, 
daily doses were converted for statistical analyses into 
chlorpromazine equivalents (11). Additionally, for pa- 
tients who had received fluphenazine decanoate, be- 
fore determining the chlorpromazine equivalents, we 
used the following method to convert to units of oral 
fluphenazine: 1 cc every 3 weeks of fluphenazine de- 
canoate was equal to 25 mg/day of fluphenazine hy- 
drochloride (12), Daily doses of antipsychotics were 
converted into weekly mean doses and an overall mean 
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TABLE 1. Neuroleptic Doses and Length of Stay of 206 Schizophrenic Patients at Three.Centers in 3 Different Years 
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Patients Patients: 
Taking - Taking 
. Low- High- 
Dose (chlorpromazine equivalents) Poren Porency 
At Neuro- Neuro- Patients’ Length of 
Daily Peak Discharge leptics leptics Age (years) Stay (days) 
Year and Center N- Mean SD Mean SD Mean SD N % N % Mean SD Mean SD 
1973 
General hospital 25 897 455 1392 825 942 484 24 96 18 82 28 9 53 21 
CMHC 16 S46 524 827 658 523 423 14 88 14 88 23 6 60 37 
State hospital 15 1027 661 T732 11516 1155 1356 12 80 12 80 31 12 30 16 
Overall 56 832. 559 1327 990 880 832 S0 89 44 79 28 9 . 49 29 
1977 
General hospital Z5 1107 814 1789 1384 1303 1269 18 72 15 60 29 11 36 19 
CMHC 25 1288 815 2157 1281 1360 882 7 28 21 84 29 9 37 16 
State hospital 25 1831 1244 2694 1834 1699 1471 18 25 18 72 33 10 35 16 
Overall 75 1408 1014 2213 1544 1454 1228 43 37 54 72 230 10 37 15 
1982 
General hospital 25 1849 1455 3000 2228 2000 1947 6 24 22 88 30 9 30 15 
CMHC 25 1064 788 1813 1629 1369 1282 10 40 22 88 27 6 35 16 
State hospital 25 2159 2479 3147 3331 2286 3054 12 48 22 88 34 9 36 20 
Overall 75 1691 1760 2653 2536 1885 2222 28: -37 66 88 30 9 34 17 


dose for the entire length of stay. The peak daily dose 
and the dose of neuroleptic the patient was receiving at 
the time of discharge were also recorded. 


RESULTS 


The cases of 206 patients (113 male and 93 female) 
were selected for the study sample. Chi-square analysis 
demonstrated no significant differences by sex among 
patients at the three centers (y*=0.45, df=2, p=0.80). 
There were differences among the centers in the reason 
why patients were excluded from the data analysis. 
The CMHC was more likely to have treated patients 


with either antidepressants or lithium. The general _ 


hospital psychiatric unit was more likely to have 
treated patients with ECT. Leave without a physician’s 
consent and extended passes occurred only at the state 
psychiatric center. 

Other cases were ruled out because of medical rec- 
ord coding errors (e.g., a patient did not have a diag- 
nosis of schizophrenia, or after reviewing the chart, we 
decided that the diagnosis of schizophrenia was clearly 
out of the question, for example, a case of steroid- 
induced psychosis which remitted 2 days after the ste- 
roids were discontinued). Although some of the cases, 
especially in the 1972 sample, would now be consid- 
ered affective disorders, we included them in the sam- 
ple because in the opinion of the physicians at the time, 
the patients had schizophrenia. Because the CMHC 
and the state hospital opened in 1972, the number of 
eligible cases was 16 and 15, respectively, for the 1973 
index year. 

As shown in table 1, the overall mean dose doubled 
at each center between 1973 and 1982. Because of the 
variability in dosage within the sample, the chlorpro- 
mazine-equivalent doses were converted into loga- 
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rithm values for statistical analyses. Two-way analysis 
of variance (ANOVA) was used to determine the main 
effects for center and year and the interaction between 
center and year. There were statistically significant dif- 
ferences among the centers (F=9.36, df=2, 197, p< 
0.0001) and across years (F=11.37, df=2, 197, p< 
0.0001). There was a trend for significant interaction 
between year and center (F=2.14, df=4, 197, p< 
0.08). Two-way ANOVAs revealed the same pattern 
of significant increases for peak dose (F=5.46, df= 
8, 197, p<0.0001) and discharge dose (F=3.46, df= 
8,197, p<0.0C09). Generally, the CMHC gave the 
lowest doses, while the state. hospital gave the highest. 

Some readers may question whether the inclusion of 
patients who had received fluphenazine decanoate led 
to higher mean doses in 1982 because of the conver- 
sion formula we used to determine chlorpromazine 
equivalents anc because more patients received this 
drug in 1982. We reanalyzed the data excluding the 
patients who received decanoate (N=27) and found © 
essentially the same results. Overall, the two-way 
ANOVA demonstrated that there was still a significant 
increase in daily mean dose (F=5.46, df=8, 170, p< 
0.0001). In addition, there was a significant main effect 
for center (F=6.51, df=2, 170, p<0.002) and for year 
(F=9.88, df=2, 170, p<0.0001) and an interaction 
between year and center (F=3.36, df=4, 170, p< 
0.01). There was a dramatic increase in mean dose 
between 1973 and 1977 at the state hospital and at the 
CMHC, In contrast, in the general hospital most of the 
increase occurred between 1977 and 1982. In terms of 
peak dose, the overall two-way ANOVA was signifi- 
cant (F=5.51, df=2, 170, p<0.0001), with no differ- 
ence among the centers but significantly higher doses 
between 1973 and 1982. The highest peak doses for 
the general hospital and the state hospital occurred in 
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1982, while the highest peak dose for the CMHC was 
in 1977. l 

An additional indication of the strength of the find- 
ings is seen in the change over time in the mean daily 
discharge dose. For example, in the general hospital 
psychiatric unit, the mean+SD discharge dose in 1982 
was 2000.0+1947.2 mg/day. This was substantially 
above the peak mean dose in 1973 at the same facility 
(1391.6+824.8 mg/day). This trend was also true of 
the other two facilities. 

There were other significant differences over time 
and between centers. Post hoc differences in length of 
stay within each center were tested by using Tukey’s 
Studentized range test, with significance set at 0.05. 
The mean+SD length of stay for the hospital psychi- 
atric unit had decreased significantly between 1973 
and 1982 from 52.6+21.3 days to 29.7+15.3 days; 
for the CMHC it had decreased from 60.1437.2 days 
to 34.7+15.9 days. In contrast, the mean length of 
stay at the state hospital had increased from 29.7+ 
16.0 days to 36.5+20.4 days; however, this increase 
was not statistically significant. 

A two-way ANOVA indicated a statistically signif- 
icant difference in patients’ ages across the three cen- 
ters (F=6.96, df=2, 197, p<0.001) and a trend for 
significant change in ages over years (F=2.53, df= 
2, 197, p<0.08) but no interaction between center and 
year (F=0.59, df=4, 97, p<0.67). 

There were a number of other changes in the pattern 
of prescribing neuroleptics. For example, the practice 
of prescribing two different neuroleptics concomi- 
tantly, a frequent occurrence in 1973, had all but dis- 
appeared by 1982. Another interesting trend was the 
shift from low-potency drugs. It is difficult to obtain an 
accurate picture of this phenomenon, since physicians 
frequently prescribed two neuroleptics (one high-po- 
tency and one low-potency) at the same time or two 
neuroleptics in a “serial” fashion (e.g., chlorpromazine 
for the first 2 weeks of hospitalization and fluphena- 
zine during the third week of hospitalization). None- 
theless, it is clear from table 1 that there was a dra- 
matic decrease in the percentage of patients who 
received low-potency neuroleptics from 1973 to 1982. 

The tendency to prescribe both high- and low-po- 
tency neuroleptics during the index hospitalization 
made it difficult to test whether the increase in neuro- 
‘leptic dosage was due to a shift from low-potency to 
high-potency drugs. However, we did compare the 
data on the patients treated only with low-potency 
neuroleptics (chlorpromazine or thioridazine) and the 
data on the patients who received only high-potency 
neuroleptics. The overall mean+SD dose for patients 
treated with low-potency neuroleptics in 1973 (N=8) 
was 926.4+657.4 mg/day; in 1977 it was 920.3+ 
$75.3 mg/day (N=17); and in 1982 it was 741.6+ 
376.4 mg/day (N=8). In contrast, only one patient in 
1973 received a high-potency neuroleptic only, and the 
overall mean dose was 554.0 mg/day. In 1977 the 
overall mean dose for those who received high-potency 
neuroleptics only (N=9) was 1149.2+865.0 mg/day; 
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in 1982 the mean dose of high-potency neuroleptics 
was 1785.6+1247.9 mg/day (N=22). None of the 
means were significantly different from one another. 
One should be cautious in interpreting these results, 
however, because of the small sample size and the vari- 
ability in dosage within these subgroups. 


DISCUSSION 


Our findings confirm the existence of a significant 
increase in the dosage patterns of neuroleptic medica- 
tion over the decade from the 1970s to the 1980s: 
higher equivalent doses of antipsychotic drugs were 
being given in 1982 than were given before. We do not 
know for sure what accounted for this phenomenon. 
Since we relied on chart diagnoses made by many dif- 
ferent clinicians who used varying criteria for schizo- 
phrenia, some of the subjects may not have met the 
DSM-III criteria. However, since this investigation 
concerned the prescribing practices of these clinicians, 
the working clinical diagnoses at the time are relevant, 
not the diagnoses that might have been given by other 
clinicians using different criteria. 

The validity of the criteria for converting doses of 
several neuroleptics to chlorpromazine-equivalent units 
is not firmly established, and this may have decreased 


.the accuracy of our findings. Davis (13) has shown, 


however, that the criteria used here for chlorproma- 
zine equivalents approximate closely the doses pre- 
scribed blindly by investigators in many clinical trials. 
Although the conversions may not be numerically pre- 
cise, the magnitude of the increase in dosage (i.e., a 
doubling) that we have demonstrated supports the hy- 
pothesis that many clinicians have been treating schizo- 
phrenia with much higher doses of antipsychotics than 
in previous years. Baldessarini et al. (14), in a study 
examining dosing practices, found that mean chlorpro- 
mazine-equivalent doses of haloperidol (the most com- 
monly prescribed neuroleptic in our 1982 sample) 
were almost three times as high as doses of chlorpro- 
mazine. Other recent reports (15, 16) have also em- 
phasized that most schizophrenic patients do well on 
moderate doses of neuroleptics, and there is some pre- 
liminary evidence that higher doses of low-potency 
neuroleptics may lead td less positive clinical response 
and more side effects. " l 

The phenomenon of increasing dosage and decreas- 
ing length of stay at two of the facilities suggests that 
there may be a relationship between dosage and length 
of stay. Physicians feeling pressure to discharge pa- 
tients may believe that increasing the dose of antipsy- 
chotic will lead to a more rapid remission. The litera- 
ture on the efficacy of rapid neuroleptization and acute 
high-dose neuroleptic treatment is controversial (17), 
but the beneficial effects of unusually-high doses of 
neuroleptics have not been confirmed, so it is unlikely 
that the shorter stays we observed in the later years. 
were a result of the higher drug doses the patients hadlll 
received, 
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The clinical staffs of the general hospital and the 
CMHC had the impression that the patients being 
treated in these facilities in 1982 were “more chroni- 
cally ill” than those seen 10 years earlier. This obser- 
vation is consistent with reports in the literature (18— 
20) that the locus of care for the chronically mentally 
ill has shifted from state hospitals to acute care facili- 
ties. What has not been documented, however, is 
whether patients need or benefit from such high doses 
of neuroleptics. When the charts of the patients in the 
1982 sample who received the five highest doses at the 
general hospital were examined by one of us (G.T.R.), 
it was found that three of these patients had repeatedly 
made threats to physically harm the staff (although no 
one had actually struck a staff member or other pa- 
tient). In addition, the chart notes demonstrated that 
the staff had been frustrated by their lack of a more 
robust response to medication. In contrast, the patients 
who received the lowest doses were seen as having 
made marked improvement and often were described 
as “friendly,” “cooperative,” or “appreciative of staff 
efforts.” 

Another possible explanation for our findings may 
lie in the shift from low-potency to high-potency anti- 
psychotics. The conversions we used refer to antipsy- 
chotic potency, not sedative potency, yet sedation may 
be of value in controlling agitated and overly aggres- 
sive behavior, even if it is ineffective in ameliorating 
psychotic symptoms. With the change to high-potency 
antipsychotics, higher doses may have to be given in 
order to obtain a level of sedation previously achieved 
by lower doses of the low-potency neuroleptics. Alter- 
natively, side effects of the lower-potency neuroleptics 
(not just sedation but also orthostatic hypotension, 
constipation, dry mouth, and blurry vision) may have 
limited dosing in the earlier years. 

This study confirms the impression of many clini- 
cians and investigators that higher doses of antipsy- 
chotics are being routinely used. It is unclear whether 
more is better. To address this issue, we recommend 
research such as comparing several doses of neurolep- 
‘tics or investigating concomitant use of sedatives. It is 
clear that the marked increase in dosage that we found 
in these three hospitals, which presumably is repre- 
sentative of practice in similar institutions, was not the 
result of a change in clinical practice based on new 
research -data. Such an important change in routine 
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clinical practice should be validated. Higher doses of 
neuroleptics should not be used unless there is a defi- 
nite indication. 
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Serotonergic Measures in the Brains of Suicide Victims: 
5-HT, Binding Sites in the Frontal Cortex 
of Suicide Victims and Control Subjects 


Ramesh C. Arora, Ph.D., and Herbert Y. Meltzer, M.D. 


The authors determined serotonin, (S-HT,) binding 
in the frontal cortex of 32 suicide victims and 37 sub- 
jects who died from nonpsychiatric causes. The max- 
imum number of binding sites (Bmax) and the affinity 
(Ky) were significantly higher in subjects who had 
committed suicide than in control subjects. However, 
there was no difference in Ky between these two groups 
after the influence of age, race, sex, and postmortem 
delay was covaried. The Bmax of subjects who had 
committed violent suicide was significantly greater 
than that of control subjects. 

(Am J Psychiatry 1989; 146:730-736) 


here is extensive evidence suggesting that among 

the biological factors predisposing to suicide, se- 
rotonin (S-HT) may be of special importance. The 
major evidence for this is the lower concentrations of 
5-hydroxyindoleacetic acid (5-HIAA), the major me- 
tabolite of 5-HT in CSF, in suicide victims, particularly 
those who committed suicide using violent methods (1, 
2). This has been reported in at least seven studies (3— 
10), but one study (11) did not find lower S-HIAA 
levels in suicide victims. Lower concentrations of CSF 
5-HIAA are also present in some suicidal patients with 
histories of aggression (4), arsonists (12), and suicidal 
patients with schizophrenia (7, 8). 

Four types of studies have examined serotonergic 
measures in the brains of suicide victims. Lower levels 
of 5-HT (13--15) and 5-HIAA (16) have been reported 
in the midbrain raphe region of suicide victims than in 
those of control subjects, but no consistent changes 
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have been observed in many forebrain areas and nuclei 
(15, 17, 18). Studies by Owen et al. (19), Stanley et al. 
(20), Crow et al. (21), and Arato et al. (22) also did not 
observe any significant difference in 5-HT or 5-HIAA 
levels in the frontal cortex of suicide victims compared 
with age-matched control subjects. Korpi et al. (23) 
observed lower 5-HT levels in the hypothalamus and 
higher 5-HT levels in the globus pallidus and putamen 
of suicide victims. The number of subjects in their 
study was small, however, and there was no correction 
for the large number of statistical tests carried out. We 
recently found no difference in the levels of 5-HIAA in 
the frontal cortex of 28 suicide victims compared with 
those of 73 control subjects (unpublished paper of Oh- 
mori and Meltzer). 

[7H][mipramine binding sites may be allosteric reg- 
ulators of the 5-HT uptake sites and may provide a 
measure of the density of presynaptic serotonergic neu- 
rons (24, 25). Their number has been reported to be 
lower (26, 27), not significantly different (21, 28; our 
unpublished observations), or higher (29) in postmor- 
tem brain specimens from suicide victims. Arato et al. 
(22) studied [*H]imipramine binding in the right and 
left sides of the frontal cortex in suicide victims and 
normal control subjects. They found a significantly 
higher maximum number of binding sites (Bmax) in the 
left hemisphere of suicide victims than in the right but 
higher Bmax in the right hemisphere than in the left in 
normal control subjects. The right-left Bax ratio was 
significantly lower in suicide victims than in control 
subjects. 

Two groups (19, 21, 28, 30) have found no differ- 
ence in [PH]S-HT binding (5-HT, receptors) between 
suicide victims and normal control subjects. Matsu- 
bara and Meltzer (unpublished paper) have found that 
the Bmax of 5-HT,, sites of victims of suicide by non- 
violent means was significantly greater than that of 
normal control subjects but not significantly different 
from that of victims of suicide by violent means. Stan- 
ley and Mann (31) reported a significantly higher 
(44%) B,,. of 5-HT, sites in the frontal cortex of 11 
suicide victims than in the frontal cortex of 11 age- and 
sex-matched control subjects who had died of cardio- 
vascular disease or in motor accidents. Mann et al. 
(30) subsequently reported similar results (a 28% 


Am J Psychiatry 146:6, June 1989 


higher Bax) in 13 subjects who committed suicide by 
violent means. They did not find any difference in the 
affinity (Kz) for S-HT between the two groups. Con- 
trary to this, Owen et al. (19, 28) and Crow et al. (21) 
did not find any difference in 5-HT, binding between 
suicide victims and age-matched control subjects. 
McKeith et al. (32) recently reported nonsignificantly 
higher 5-HT, and S-HT, binding in the frontal cortex 
of patients with major affective disorders than in nor- 
mal control subjects. 

- In the present study, we determined S-HT, binding 
in the frontal cortex of subjects who committed violent 
or nonviolent suicide compared with age- and sex- 
matched control subjects who died of medical diseases 
or by accidental means. 


“METHOD 


Samples of frontal cortex (Brodmann’s areas 8 and 
9) from 37 nonpsychiatric control subjects (25 men 
and 12 women) and 32 suicide victims (22 men and 10 
women) were obtained at autopsy from the Cuyahoga 
County Coroner’s Office, Cleveland. The medical ex- 
aminer determined the cause of death. Sixteen of the 
nonpsychiatric control subjects died of myocardial in- 
farctions, two of other heart diseases, seven of pulmo- 
nary emboli or other pulmonary diseases, four of ac- 
cidental carbon monoxide poisoning, two of renal 
failure, four in motor vehicle or other accidents, one of 
asthma, and one of asphyxia. Suicide victims were di- 
vided into two subcategories: 21 who had committed 
violent suicide and 11 who had committed nonviolent 
suicide. The violent suicide group included 12 subjects 
who committed suicide by hanging, seven by shooting, 
one by stabbing, and one by jumping from a great 
height. The nonviolent suicide group included six who 
committed suicide by carbon monoxide intoxication 
and five from drug overdose. Insufficient data were 
available from police and the coroner’s office to assign 
psychiatric diagnoses to the suicide victims. There 
were no significant differences (Student’s t test) be- 
tween the suicide victims and the control subjects with 
respect to age or the time elapsed between death and 
autopsy (postmortem delay). The mean+SD age of the 
suicide victims was 48.1+20.5 years (range=20-87); 
for the control subjects it was 45.3+16.9 (range=21— 
83). The mean postmortem delay for the suicide vic- 
tims was 15.3+7.5 hours (range=2.0-—26.5); for the 
control subjects it was 13.8+7.4 (range=3.0~32.0). 

Specimens from suicide victims and control subjects 
were assayed on a blind basis in pairs matched for age 
and sex as closely as possible. (The sample included 
one unpaired control subject.) The mean age difference 
between the 16 pairs of suicide victims and the 18 pairs 
of control subjects was 7.12+5.89 years. 

The frontal cortex was homogenized by polytron 
(setting=7, 15 seconds) in 50 volumes (weight per vol- 
ume, w/v) of 50 mM of tromethamine (tris) hydrochlo- 
ride (pH=7.4 at 25 °C) containing 120 mM of sodium 
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chloride plus 5 mM of potassium chloride. The homoge- 
nate was centrifuged at 40,000 g for 10 minutes at 0- 
4 °C. The resulting pellet was resuspended in the same 
buffer and centrifuged twice. After the last centrifuga- 
tion, the pellet was resuspended in the same buffer (40 
ml w/v) for binding studies. 

We measured 5-HT, binding using [H]spiperone 
as a binding ligand following a modification of 
the method of Creese and Snyder (33). In brief, 0.2 ml 
of membrane preparation was incubated with 
[?H]spiperone (specific activity=16.4 Ci/nmol) at 37 
°C for 20 minutes in 50 mM of tris hydrochloride 
(pH=7.4) containing 120 mM of sodium chloride, 5 
mM of potassium chloride, and 0.1% of ascorbic acid, 
in the presence and absence of cinanserin (10 uM) to 
define specific binding. After incubation, the reaction 
was terminated. by the addition of cold tris hydrochlo- 
ride plus sodium chloride plus potassium chloride 
buffer and filtered rapidly through glass fiber filters. 
The filters were washed with 3X4 ml of the same 
buffer, and then the filters were transferred to counting 
vials containing 10 ml of a liquid scintillation cocktail 
(Budget-Solv, Research Products International, Chi- 
cago) and counted after overnight digestion. Binding 
was quantified per mg of protein of the membrane 
suspension as assayed by the method of Lowry et al. 
(34). The specific binding of [*H]spiperone was defined 
as the difference in binding in the presence and absence 
of cinanserin. The coefficient of variation for duplicate 
determinations of Ky and Bmax was less than 10%, 
indicating that assay reliability was acceptable. 

[?H]Spiperone was purchased from New England 
Nuclear, Boston. Cinanserin was a gift from E.R. 
Squibb and Sons, Inc. Other chemicals used were of 
analytical-grade quality. All results are given in 
mean+SD. 


RESULTS 


_ The specific binding of [*H]spiperone to human 
frontal cortex was saturable. A Scatchard plot of the 
saturation data gave a straight line, indicating the pres- 
ence of a single population of (*H]spiperone binding 
sites in human frontal cortex (figure 1). Specific bind- 
ing averaged 35%-—55% for the concentrations of 
[*H]spiperone used in this study. The mean B,,,. and 
K, for the 37 control subjects and the 32 suicide vic- 
tims are shown in table 1. The B,ma, and Kj were sig- 
nificantly correlated with each other in the normal 
control subjects (rho=0.46, N=37, p=0.0041) and 
the suicide victims (rho=0.48, N=32, p=0.0049). 

The relationship between Bmax and K, of [PH]- 
spiperone binding in the frontal cortex of suicide vic- 
tims and control subjects without adjustment for age, 
sex, race, and postmortem delay was examined first. 
B may and K4 were significantly higher in suicide victims 
than in control subjects (t=3.11, df=67, p=0.0028 and 
t=2.26, df=67. p=0.027, respectively). We next exam- 
ined each of the four factors individually. 
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SEROTONERGIC MEASURES IN SUICIDE VICTIMS 


FIGURE 1. [*H]Spiperone Binding in the Frontal Cortex of One Nor- 
mal Control Subject as a Function of Increasing Concentrations of 
[7H]}Spiperone” i 
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“The top panel is a Scatchard plot of [PH]spiperone binding. 


TABLE 1. [2H]Spiperone Binding in the Frontal Cortex of Normal 
Control Subjects and Suicide Victims 


B: 


(fmol/mg Kj 
protein) (nM) 
Group Mean SD Mean SD 
Normal control subjects 
(N=37) 199.2 84.9 1.59 0.67 
Suicide victims (N=32) 268.4 100.1 2.03 0.93 
Violent suicide 
(N=21) 287.9 102.9 2.04 0.82 
Nonviolent suicide 
{N=11) 231.1 86.8 2.01 1.14 


There was a trend for the 47 men to have a higher 
Bmax (243.7+108.99 fmol/mg protein) than the 22 
women (204.6+17.9) (approximate t=1.88, approxi- 
mate df=64, p=0.06). Although there was no differ- 
ence in age between suicide victims and control sub- 
jects, the 47 men in the study (42.5+17.9 years old) 
were significantly younger than the 22 women (55.3+ 
17.2 years old) (t=2.79, df=67, p<0.007). There was 
a significant relationship between age and sex (rho= 
0.33, N=69, p=0.006). There was a trend toward a 
negative correlation between age and Bmax in female 
control subjects {rho=—0.539, N=12, p=0.071). 
There was no relationship between B,,,,. or Kg and 
postmortem delay or race (data not présented). 
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Analysis of covariance (ANCOVA) with sex, group- 
by-sex interaction, age, race, and postmortem delay as 
covariates indicated significantly higher mean Bax in 
suicide victims than in control subjects (table 2 and 
figure 2). There was a significant sex effect but no 
interaction between group and sex (table 2), The least- 
square mean values of B,,,,, adjusted for age, sex, race, 
and postmortem delay were 265.9+21.3 fmol/mg pro- 
tein for all suicide victims, 198.7+16.3 for all control 
subjects, 264.6+18.5 for all men, and 200.0+20.7 for 
all women. Effects of race, age, and postmortem delay 
on Bmax were not significant. ANCOVA with sex, 
group-by-sex interaction, race, age, and postmortem 
delay did not indicate any difference in K, value be- 
tween suicide victims and control subjects. 

We next compared Bmax and K, in the 21 victims of 
violent suicide, the 11 victims of nonviolent suicide, 
and the 37 control subjects. Bmax with sex, group- 
by-sex interaction, race, age, and postmortem delay as 
covariates was significantly higher in victims of violent 
suicide than in control subjects (table 2 and figure 3). 
No difference in Bmax was noted between victims of 
violent and nonviolent suicide or between victims of 
nonviolent suicide and control subjects. There was a 
significant sex effect on Bay (table 2): it was signifi- 
cantly higher in men than women. ANCOVA with sex, 
group-by-sex interaction, race, age, and postmortem 
delay as covariates did not indicate any difference in Ky 
value between control subjects, victims of violent sui- 
cide, and victims of nonviolent suicide (table 2). 

We also performed saturation studies using (*H]ke- 
tanserin, a selective ligand for 5-HT, receptors (35, 
36), following the method of Stockmeier and Kellar 
(37). The B,,. identified in four normal control sub- 
jects with [“H]ketanserin (224.9+34.7 fmol/mg pro- 
tein) and [°H]spiperone (213.2+28.9 fmol/mg protein) 
as ligands were comparable. The same was true in four 
suicide victims (265.5+56.9 and 272.9+83.4 fmol/mg 
protein, respectively). 


DISCUSSION 


The results reported here suggest that the maximum 
number of [*H]spiperone binding sites in the frontal 
cortex of suicide victims. is significantly greater than 
that of control subjects who died of medical causes 
such as myocardial infarction or in accidents. Bmax in 
victims of violent suicide but not in victims of nonvi- 
olent suicide was significantly greater than that in nor- 
mal control subjects. We found no significant differ- 
ence between victims of violent and nonviolent suicide, 
suggesting that it is premature to conclude that greater 
5-HT, binding in the frontal cortex is present only in 
victims of violent suicide. There was a significant sex 
effect on Bmax: men had higher B,,,,. than women. The 
K, (an inverse measure of affinity for [7H]spiperone) 
was also higher in the frontal cortex of suicide victims 
than in that of control subjects. However, the differ- 
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TABLE 2. Results of Analysis of Covariance of [*H]Spiperone Binding in the Frontal Cortex of Normal Contro! Subjects, Victims of Violent 


Suicide, and Victims of Nonviolent Suicide 


Groups Compared 
and Variable 


Control subjects (N=37) versus all suicide victims (N=32) 
Group 
Sex 
Group-by-sex interaction 
Race 
Age 
Postmortem delay 
Control subjects (N=37) versus victims of violent suicide 
(N=21) versus victims of nonviolent suicide (N=11) 
Group 
Sex 
Group-by-sex interaction 
Race 
Age 
Postmortem delay 


FIGURE 2. Ba and K, of [?H]Spiperone Binding in the Frontal 
Cortex of 37 Normal Control Subjects and 32 Sulcide Victims" 


x Xx 1072 fmol/mg protein 


' B 





Normal Suicide 


Normal Suicide 


“Horizontal lines represent mean values. 


ence in K, disappeared after we covaried the influence 
of age, race, sex, and postmortem delay. 

Before discussing these findings further, it is impor- 
tant to consider the nature of [*H]spiperone binding in 
the frontal cortex and some aspects of the samples. At 
37 °C, specific [*H]spiperone binding, determined as 
the difference between binding in the presence and ab- 
sence of 10 pM cinanserin, represented 35%—55% of 
total binding. Scatchard analysis revealed only a single 
site. Displacement studies with known 5-HT antago- 
nists as well as other drugs (38) indicate that this site 
is a 5-HT, site, although [>H]spiperone will also bind 
to other neurotransmitter sites, such as dopamine, 
and a-adrenergic receptor sites. There are no known 
or demonstrated dopamine-2 receptor sites in the hu- 
man frontal cortex (39). The evidence from rat (40) 
and human (38) studies strongly suggests that 
[?H]spiperone labels 5-HT, receptor sites in the frontal 
cortex. Further, binding studies using ketanserin or 
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Bras Kg 
df F p F p 
1, 62 6.89 <0.011 2.07 <0.155 
1,62 5.49 <0.022 0.08 <0.779 
1, 62 0.72 <0.400 0.46 <0.502 
1, 62 1.32 <0.254 0.36 <0.549 
1, 62 1.83 <0.181 0.53 <0.470 
1, 62 0.58 <0.450 0.69 <0.408 
2, 60 4.01 <0.023 1.03 <0.363 
1, 60 4.50 <0.038 0.00 <0.997 
2, 60 0.29 <0.747 0.30 <0.739 
1, 60 0.94 <0.337 0.42 <0.520 
1, 60 1.26 <0.266 0.45 <0.507 
1, 60 0.34 <0.563 0.72 <0.400 


FIGURE 3. Bmax aid Ka of [PH]Spiperone Binding in the Frontal 


Cortex of 22 Victims of Violent Suicide and 11 Victims of Nonviolent 
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spiperone ligands yielded similar values in normal sub- 
jects and suicide victims, also suggesting that [°H]- 
spiperone labels 5-HT, receptor sites in the frontal 
cortex. 

The Bmax we observed in our control subjects was 
100% greater than that reported by Mann et al. (30) 
(199.2+84.9 fmol/mg protein versus 99.6£11.1 fmol/ 
mg protein, respectively). Both we and they used Brod- 
mann’s areas 8 and 9. Slight differences in dissection 
and assay methcd may have contributed to this differ- 
ence. For example, they used 4 mM of calcium chlo- 
ride and we used 5 mM of potassium chloride. Auto- 
radiographic studies (41) indicate that there is a large 
variation in 5-HT, binding among different cortical 
layers. The finding is valid irrespective of the cortex 
area. Further, low values for binding will be found 
when white matter that is virtually devoid of 5-HT, 
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binding is present in membrane preparation. The K, of 
our normal control subjects was 1.59 nM, but that of 
the subjects of Mann et al. (30) was 0.9 nM. This may 
also be due to differences in assay method. The higher 
K, value we observed was not due to administration of 
drugs that bind to or affect 5-HT,receptors before 
death: there was no evidence by history and toxicolog- 
ical studies that the control subjects were taking such 
drugs. Our values for Ky (1.59 nM) and B,,,,. (199.2 
fmol/mg protein) were similar to those reported by 
Marcusson et al. (42) (1.2 nM and 258 fmol/mg per 
protein, respectively). 

The higher value for B,,,,. in our suicide victims was 
due to higher levels of B,,,,. in the suicide victims who 
used violent means, such as shooting or hanging, 
rather than nonviolent means, such as a drug overdose. 
Mann et al. (30) studied only individuals who had 
committed suicide by violent means. However, we not- 
ed no difference in Bas between our victims of violent 
and nonviolent suicide. The greater Bmax was not as- 
sociated with any change in Ka so it is unlikely that 
this reflects greater 5-HT, binding. 

Several possible factors could contribute to the dif- 
ference between our results and those of Owen et al. 
(19, 28) and Crow et al. (21). First, these authors stud- 
ied binding at a single concentration (subsaturation) of 
the ligand ketanserin. Second, different areas of the 
frontal cortex were used in these studies: Brodmann’s 
area 10 was used by Crow et al. (21) and the frontal 
cortex was used by Owen et al. (28). Finally, there may 
have been too few subjects in our study to detect a 
difference in Bmax between victims of violent and non- 
violent suicide. For. an alpha level of 0.05, our study 
had a power of 0.38 to detect a difference between 
victims of violent and nonviolent suicide. To achieve a 
power of 0.80, at an alpha level of 0.05, 44 subjects in 
each group would be needed. The mean size difference 
of 56.8 fmol/mg protein in Bas between the two 
groups was compared. However, 21 subjects would be 
needed to find a significant difference between control 
subjects, victims of violent suicide, and victims of non- 
violent suicide. Further studies should include larger 
sample sizes to ensure sufficient statistical power. Fur- 
thermore, caution is needed in comparing data from 
this study with those from other studies because of 
possible differences in the binding assay. 

Toxicological studies of the brains of our suicide 
victims did not indicate the presence of any antidepres- 
sant drugs except for one suicide victim who had taken 
amitriptyline and nortriptyline. Chronic administra- 
tion of antidepressant to rats has been reported (43) 
to down-regulate the density of S-HT, receptors. 
Therefore, the greater density of 5-HT, receptors ob- 
served in this study should not have been due to drug 
treatment. There was no correlation between post- 
mortem delay (3-32 hours in this study) and K, or 
Bmax of 5-HT,. Other investigators (28, 30-32) have 
also not found any correlations between postmortem 
delay and binding constants of [>H]spiperone in the 
frontal cortex. 
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Is the up-regulation of 5-HT, receptors that has 
been confirmed in this study related to violent suicide? 
Animal studies (37, 44, 45) have indicated that 12 days 
of reserpine administration or ECT raises 5-HT, bind- 
ing in the rat frontal cortex. None of the suicide vic- 
tims in the present study received reserpine or ECT in 
the period before death according to information 
available from the coroner. As we mentioned at the 
beginning of this paper, violent suicide has been re- 
lated to lower serotonergic activity. The up-regulation 
of 5-HT, receptors due to reserpine could be due to 
decreased serotonergic activity. However, depletion of 
5-HT by 5,7-dihydroxytryptamine-induced lesions of 
the midbrain raphe or by parachlorophenylalanine, an 
inhibitor of tryptophan hydroxylase, did not up-regu- 
late 5-HT, receptors in the rat frontal cortex (37). 
Therefore, it is unlikely that a depletion of 5-HT alone 
could account for the up-regulation of 5-HT receptors. 
It is possible that a combination of lower serotonergic, 
noradrenergic, and dopaminergic activity may account 
for the up-regulation of 5-HT, receptors. 

To further explore the possibility that lower presyn- 
aptic serotonergic activity might be a cause of the 
greater density of 5-HT, receptors, we examined the 
relationship between imipramine binding sites and 5- 
HT, sites. Imipramine binding may be a measure of 
S-HT uptake sites in serotonergic terminals. Lower 
imipramine binding has been reported in the brains of 
suicide victims in some studies (26, 27) but not others 
(21, 28); one study (29) reported greater [*H]imip- 
ramine binding. We also did not find any difference in 
the number of desipramine-sensitive B,,,,. of [>H]imip- 
ramine binding sites between control subjects and sui- 
cide victims (work in preparation). However, it has 
been reported that desipramine-sensitive (*H]imip- 
ramine binding sites in the brain are heterogenous (46— 
48) and include a significant proportion of nonspecific 
binding not related to the S-HT uptake mechanism 
(49, 50). Hence, the binding data reported in the stud- 
ies just mentioned did not adequately quantify the 
(*H]imipramine binding sites linked to 5-HT uptake 
sites. We did not find any correlations between the K, 
and B,,,. of desipramine-sensitive imipramine binding 
and [°H]spiperone binding in control subjects (for K4, 
rho=0.149, N=27, p=0.46; for Bmax rho=—0.0055, 
N=27, p=0.98) or suicide victims (for Kj, rho= : 
0.085, N=26, p=0.68; for Baxs rho=0.029, N=26, 
p=0.89). However, because of the problems with 
available data on postmortem brain imipramine bind- 
ing in suicide victims, the absence of a difference in 
imipramine binding does not necessarily preclude less 
serotonergic innervation in this sample. Furthermore, 
it is possible that there might be a diminished release of 
5-HT despite a normal complement of 5-HT uptake 
and imipramine binding sites. It is also possible that 
the higher 5-HT, binding could be secondary to other - 
neurochemical abnormalities in the brain, such as neu- 
ropeptidergic or neuroendocrine abnormalities, or 
chronobiological disturbances. It is beyond the scope 
of this paper to discuss these possibilities. 
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In summary, our results indicate that there is greater 
5-HT, binding, evidenced by higher Bmax in the brains 
of suicide victims who used violent means of self-de- 
struction. Since suicide victims often suffer from de- 
pression, it may be that the greater 5-HT, Bmax is a 
way of compensating for diminished serotonergic and 
other monoaminergic activity in depression (the clas- 
sical monoamine hypothesis of depression). Further 
studies are needed to determine whether the greater 
5-HT, binding in the frontal cortex is present in pa- 
tients with current or previous major depression who 
died of natural causes. 
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HIV-Related Symptoms and Psychological Functioning 
in a Cohort of Homosexual Men 


David G. Ostrow, M.D., Ph.D., Andrew Monjan, Ph.D., Jill Joseph, Ph.D., 
Mark VanRaden, M.A., Robin Fox, M.S., Lawrence Kingsley, Dr.P.H., 
Janice Dudley, M.P.H., and John Phair, M.D. 


The authors administered the Center for Epidemio- 
logical Studies Depression (CES-D) Scale to 4,954 bo- 
mosexual men in the Multicenter AIDS Cobort Study. 
HIV antibody status at enrollment was a less impor- 
tant predictor of psychological distress than were re- 
ported physical symptoms. Multivariate analysis 
showed an association between a high score on each 
CES-D Scale component and the number of self-re- 
ported possible AIDS- or HIV-related symptoms, per- 
ceived lymphadenopathy, and absence of “someone to 
talk to about serious problems.” This relationship be- 
tween self-reported physical symptoms and psycholog- 
ical distress suggests a possible etiologic relationship 
between perceived AIDS risk and psychological symp- 
toms in men at risk of AIDS. 

(Am J Psychiatry 1989; 146:737-—742) 


he acquired immune deficiency syndrome (AIDS), 

first reported in 1981 (1, 2), has already had enor- 
mous psychological and social impact both on groups 
at high risk (3—5) and on the general public (6, 7). The 
discovery of a retrovirus capable of initiating the pro- 
cess leading to AIDS (8—10) and the development of 
serological tests for exposure to the human immuno- 
deficiency virus—type I (HIV) (11, 12) have accelerated 
research into the natural history and broad spectrum 
of clinical manifestations of infection with the agent. 
Still, many important issues remain to be addressed, 
including an understanding of the factors predisposing 
infected individuals to develop AIDS or other HIV- 
related conditions and the development of therapies 
capable of preventing such outcomes. The incomplete 
state of our current knowledge regarding the natural 
history of HIV-related disease suggests that individuals 
in high-risk groups, such as homosexually active men, 
may experience a chronic state of concern about phys- 
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ical and emotional symptoms that might be prodromal 
to AIDS. The nonspecific nature of those symptoms 
(e.g., weight loss, diarrhea, fevers, rashes, cough, for- 
getfulness, troubled sleep, and poor concentration) 
compounds the difficulty experienced in attempts to 
cope with the ever-present risk of AIDS. The serolog- 
ical test for exposure to HIV, rather than resolving 
these uncertainties, often contributes to them because 
of its lack of prognostic information (13) and the 
threat of economic, social, or other forms of discrim- 
ination faced by seropositive individuals (14, 15). 
Given the multiple sources of chronic stress experi- 
enced by persons who view themselves as being at high 
risk of developing AIDS, it is not surprising that psy- 
chiatric researchers and clinicians are reporting a 
broad spectrum of psychological dysfunction in some 
homosexually active men (3, 4, 16—20). 

To delineate more fully the epidemiology and natu- 
ral history of AIDS and the full spectrum of HIV-re- 
lated outcomes, the National Institutes of Health ini- 
tiated the Multicenter AIDS Cohort Study (MACS), 
which involves approximately 5,000 homosexually ac- 
tive men residing in four U.S. metropolitan areas (Chi- 
cago, Baltimore/Washington, D.C., Pittsburgh, and 
Los Angeles). Since April 1984, 1,000 to 1,600 volun- 
teers in each or these cities have undergone semiannual 
physical, immunological, and epidemiological evalua- 
tions, which have been described elsewhere (21, 22). 
Because of ouz interest in the psychological function- 
ing of the stucy participants and the ultimate issue of 
whether or not psychological factors are important to 
the clinical outcome of HIV infection, we have in- 
cluded a brief self-report screening measure of depres- ` 
sive symptoms, the Center for Epidemiological Studies 
Depression (CES-D) Scale (23), in the MACS evalua- 
tions. This report contains the results of an explor- 
atory cross-sectional analysis of possible relationships 
between CES-> Scale scores and perceived and objec- 
tively measured indicators of risk of developing AIDS 
at the time of enrollment in the MACS and before the 
men were aware of their HIV status. Other factors that 
might either contribute to or protect men from depres- 
sion, or serve as markers for underlying psychiatric 
illness, were examined as well. 
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- METHOD 
Subjects 


The subjects were 4,954 homosexual or bisexual 
men who volunteered for enrollment into the MACS at 
the four clinical study sites between April 1984 and 
April 1985. The tota] numbers included in the analyses 
differ because of missing or incomplete data on some 
measures. The men were recruited primarily through 
clinics, social organizations, newspaper advertisements, 
and word-of-mouth in the gay community. The study 
sample, therefore, cannot be considered as repre- 
sentative of the diverse population of homosexually 
identified men. Rather, their demographic variables 
are similar to those of other homosexually active men 
who see themselves as being at relatively high risk for 
development of AIDS (22). 

Although men who met the Centers for Disease 
Control criteria for AIDS were excluded, 38% of the 
cohort was found to be seropositive for HIV exposure 
at entry into the study (21). All participants completed 
oral and written consent procedures, which included 
basic information about AIDS, “safer sex,” and the 
risks of participating in the study. The confidentiality 
of all information gathered in the study is protected 
by a Public Health Service certificate of confidentiality, 
review by local and Public Health Service internal review 
boards, and stringent study confidentiality procedures. 


Measures 


The survey instruments included a self-completed 
sociodemographic questionnaire, an interviewer-ad- 
ministered physical health and epidemiological ques- 
tionnaire, and a standardized physical examination. 
Questions about both licit and illicit drug use during 
the past 2 years, the past 6 months, and the past 7 days 
were extensive and have been detailed elsewhere (21, 
22). Each subject completed the CES-D Scale and sev- 
eral additional psychosocial screening questions re- 
garding his general sense of well-being and the number 
of persons with whom he could discuss personal prob- 
lems. This questionnaire was completed before the 
physical examination in all cases, and in most cases 
before the health/risk factor interview as well. 

The CES-D Scale form used was directly adapted 
from the instrument developed by Radloff (23). The 
subject recorded the frequency of each psychological 
symptom during the past week by assigning a value of 
0—3 to indicate “rarely or none of the time (<1 day per 
week),”’ “some or little of the time (1—2 days per 
week),”’ “occasionally or moderate amount of the time 
. (3—4 days per week),” and “most or all of the time 
(5—7 days per week).” A total score and scores on the 
four subscales (depression, enervation, negative affect, 
and interpersonal sensitivity) were derived, as de- 
scribed by Ross and Mirowsky (24). The positively 
worded items were reversed, and the 20 item scores 
were summed. Thus, the range of possible scores was 0 
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to 60. A cutoff score of 16 or more, corresponding to 
the 80th percentile in large-scale community surveys 
(25), has been used in previous urban samples to des- 
ignate probable cases of clinical depression (26). The 
scores of the married men in the study by Ross and 
Mirowsky (24) were used as references in this study. 

The men in our cohort were asked to indicate their 
sexual orientation during the past 5 years according to 
the commonly used self-report version of the seven- 
category Kinsey scale. Ross and Mirowsky (24) did not 
indicate the Kinsey scale status of the married men in 
their study, and we did not inquire as to the marital 
status of our study participants. 

HIV antibody status was determined by means of 
DuPont ELISA (12). Self-reported possible HIV symp- 
toms were elicited as part of the physical health/epi- - 
demiology interview that took place after the CES-D 
Scale was completed and before the physical examina- 
tion. The symptoms assessed were as follows: swollen 
lymph glands; sore mouth or throat; new skin rash; 
persistent fatigue; diarrhea; persistence or recurrence 
of temperature higher than 100 °F; night sweats; per- 
sistent, frequent, or unusual headaches; muscle or joint 
pains; persistent shortness of breath; new or unusual 
dry cough; thrush, candida, or white patches in the 
mouth or throat; unusual bruise, bump, or skin dis- 
coloration; and unintentional weight loss of at least 10 
lb. Any that had been present during the past 6 months 
and had lasted 2 weeks or longer was recorded as 
present. In the statistical analyses, swollen lymph 
glands were analyzed separately and therefore not in- 
cluded in the symptom factor. 


Statistical Analysis 


Potential risk factors were initially screened for ev- 
idence of association with scores on the total CES-D 
Scale and its four component subscales by means of 
conventional univariate methods. Factors measured on 
continuous scales were grouped into approximately 
four intervals. All factors were then subjected to one- 
way analyses of variance (ANOVAs) against the total 
CES-D Scale score and the subscores. The cell means were 
examined to ensure that nonsignificance of ANOVA F 
test results was not caused by systematic (e.g., linear or 
quadratic) effects. Differences between study sites were 
tested with two-tailed t tests and the Bonfertoni correc- 
tion to adjust for multiple pairwise comparisons. 

Multivariate analyses employed the BMDPLR mul- 
tiple logistic regression model. For the logistic analysis, 
total CES-D Scale scores of 16 or more were classified 
as high. The cutoffs used to classify the subscores as 
high were directly proportional to the cutoff for the 
total score; the frequency of high values was greater 
for the subscores than for the total score, however, 
since one or more high subscores could be balanced by 
lower than average values in other subscores. 

Each factor whose association with a CES-D Scale 
component had a univariate p value of less than 0.05 
was considered for entry into the model for that com- 
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TABLE 1. CES-D Scale Scores and Prevalence of Self-Reported HIV-Related Symptoms In Homosexual Men Tested for HIV Antibodies 


and CES-D Scale Scores for a Reference Sample 





CES-D Scale Score 


Negative 

Depression Enervation Affect 

Group Mean SD Mean SD Mean SD 

Homosexual men 326 3.6 3.28 31 2.71 3.0 
HIV-negative 

(N=2,875) 317° 3.5 345° 3.0 2.72 3A 
HIV-positive 

(N=1,775) 3.40° 3.6 3.49° 3.2 2.70 3.0 


Married men studied 


previously (N=680)(24) 1.96 3.1 3.48 3.5 2.96 3.0 


“See text for list of symptoms. 
bF=4.81, df=1, 4648, p=0.028. 
“F= 13.67, df=1, 4648, p=0.0002. 
cF= 5.10, df=1, 4648, p=0.024. 


ponent. The stepwise forward approach was used to 
select the variables for the final models. Each variable 
whose partial F statistic had a p value of less than 0.01 
was included in the models presented. Each of the co- 
efficient estimates produced in the modeling was expo- 
nentiated to obtain the estimated odds of a high score, 
adjusted for the effects of all other variables in the model. 
The overall significance of each model was assessed by 
means of the likelihood ratio chi-square statistic (27). 


RESULTS 


The total CES-D Scale scores and subscale scores of 
the MACS subjects, stratified by HIV serological sta- 
tus, are shown in table 1. Also shown are the CES-D 
data on the married men described by Ross and Mi- 
rowsky (24) and the proportion of MACS men report- 
ing one or more possible HIV-related symptoms. The 
mean score on the CES-D Scale depression subscale for 
the entire MACS cohort was more than one point 
higher than the score for the married men, and there 
was a smaller difference in the total score. The sero- 
negative and seropositive MACS participants differed 
significantly on the total score and on two of the four 
subscale scores, but none of these differences was clin- 
ically significant. Substantial proportions of both the 
seropositive and seronegative homosexual men re- 
ported having one or more possible HIV-related phys- 
ical symptoms in the last 6 months (table 1). 

When univariate techniques were used to screen the 
relationship of several factors to CES-D Scale scores in 
the MACS cohort, many associations were observed 
(table 2). The subjects reporting a substantially bisex- 
ual orientation (Kinsey score=3—6) had higher mean 
CES-D Scale scores than those endorsing an “‘exclu- 
sively homosexual” orientation. Younger subjects and 
those with lower socioeconomic status also reported 
more symptoms. Men who reported use of marijuana, 
volatile nitrites (“poppers”), cocaine, methylenediox- 
yamphetamine (MDA), or phencyclidine (PCP) had 
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Inter- Prevalence of Self-Reported 
personal HIV-Related Symptoms (%)°* 
Sensitivity Total One Two Three 

Mean SD Mean SD Symptom Symptoms Symptoms 
0.47 0.9 577 8.9 41 18 9 
0.46 09 S54? 8.9 35 14 7 
0.48 0.9 10.149 8.9 50 24 13 


0.48 12 &88 7.5 — — = 


somewhat higher scores on the enervation subscale. 
Use of downers or opiates was correlated with high 
scores on all CES-D Scale subscales except negative 
affect. Respondents who reported receptive anal inter- 
course with most or all sex partners during the past 2 
years had higa scores on the CES-D Scale depression 
and enervation subscales. The subjects who were un- 
certain whether they had had sexual exposure to some- 
one who later developed AIDS had high depression 
and enervation scores, while the scores of the subjects 
who reported definite sexual contact with partners 
who developed AIDS had scores intermediate between 
those of the men who were uncertain and the men who 
did not have such contact. 

The men who reported the absence of confidants 
(persons they could “‘talk to about serious problems”) 
had higher scores on each CES-D Scale subscale and 
the total CES-D Scale than men who had such support. 
The mean subscale and total scores of the men who 
reported more than three possible HIV-related symp- 
toms were twice as high as the scores of those not 
reporting any symptoms. Persons reporting swollen 
glands had siznificantly higher scores on the depres- 
sion, enervation, and negative affect subscales and on 
the total CES-D Scale, whether or not enlarged lymph 
nodes were detected at the physical examination per- 
formed immediately after the health interview. Re- 
garding use of prescribed psychotropic medication 
during the las: 6 months, 15 men (0.3%) reported they 
had used lithium, 206 (4.2%) reported antidepressant 
use, and 875 (17.8%) reported the use of sedative/hyp- 
notics or tranquilizers. Use of any of these three classes 
of psychotropic medication was associated with higher 
CES-D Scale scores according to univariate analysis. 

We performed a multiple logistic regression analysis 
to examine the relationship of each significant univa- 
riate factor to the CES-D Scale subscale and total 
scores. Since data on prior psychiatric hospitalization, 
suicide attempts, psychotherapy, and family history of 
psychiatric illness were unavailable for this cohort, his- 
tory of psychotropic-drug use served as a marker for 
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TABLE 2. Significant Univariate Associations With CES-D Scale Scores in 4,648 Homosexual Men 





Depression 


Variable* Subscale 


Bisexuality (Kinsey score=3~6) 
Aee | 
Occupational status } 
Educational level l 
Black 
Residence in Los Angeles T 
Residence in Pittsburgh 
More than 50 sexual partners in 
last 2 years t 
Receptive anal sex with most 
partners 
Anonymous sex partners 
Use of psychotropic drugs in last 
6 months 
Tranquilizers, mood elevators, 
or lithium T 
Marijuana or PCP 
“Poppers,” cocaine, or MDA 
“Downers” or opiates 
“Uppers” 
Intravenous drug use ever? 
HIV antibody seropositivity 
Reported enlarged glands 
Sex with person with possible or 
definite AIDS 
No one to talk to 
Number of possible HIV-related 
symptoms in last 6 months“ t 


-> eee 


>> 
— 


->> >>> 
> OO > 


Enervation 
Subscale 


Direction of Score 


Negative 
Affect Subscale 


t 


Interpersonal Sen- 


sitivity Subscale Total 


ne adie 
Pe ee 
> 


— 
->> > oe et 


t 4 
t T 


-> ame o 


“Significantly associated with score on at least one CES-D subscale or on total scale, according to ANOVA (p<0.05). 
bMen who reported any drug use in the past 2 years were asked if they had ever used drugs intravenously. 


“See text for list of symptoms. 


prior affective disturbance (lithium or antidepressant 
use) or other psychiatric problems (tranquilizers or sed- 
ative/hypnotic use). As shown in table 3, a pattern was 
observed across the various CES-D Scale factors; the 
number of self-reported HIV-related symptoms and 
the absence of “someone to talk to about serious prob- 
lems” were consistently associated with high CES-D 
Scale total and subscale scores. Although perception of 
swollen lymph nodes was important, its documenta- 
tion during physical examination was not. HIV sero- 
positivity significantly attenuated the association of 
perceived gland enlargement with high CES-D Scale 
scores. On multiple logistic regression analysis, none 
of the previously observed associations between recre- 
ational drug use and high CES-D Scale scores was 
present; cocaine was mildly associated with low neg- 
ative affect scores. In all, nine different factors were 
found to have significant independent associations 
with high scores on the total CES-D Scale score or one 
or more subscales. For all but two of these factors, 
adjusted odds ratios in excess of 2.0 were found. 


DISCUSSION 


The findings reported here clearly indicate that self- 
reported HIV-related symptoms—such as swollen 
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glands, weight loss, and fever—are associated with 
higher psychological symptom scores in a cohort of 
homosexual/bisexual men, regardless of HIV antibody 
status, examiner-verified lymphadenopathy, or recent 
use of psychotropic medications. The effect of per- 
ceived physical symptoms on psychological function- 
ing may add to the distress of persons with inadequate 
social support networks. The possible alternative ex- 
planations that men prone to depression are more 
cognizant of bodily symptoms or that they may with- 
draw from or misperceive the availability of social 
support need to be considered. Prospective research in 
this population may help to clarify the actual reasons 
for more depressive symptoms in men with self-per- 
ceived HIV symptoms and inadequate perceived social 
support. 

The cohort examined in this study sees itself, and 
indeed is, at high risk of developing an incurable and 
fatal syndrome (28). Although a significant proportion 
of these men may not develop AIDS, at the time of 
their enrollment and baseline CES-D Scale data collec- 
tion none knew whether or not he had been infected 
with HIV. Whether we focus on the group that failed 
to report the presence of lymph nodes which were pal- 
pable on examination or the group that reported swol- 
len glands which were not demonstrable on examina- 
tion, the reciprocal effects of denial and somatization 
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TABLE 3. Multiple Logistic Regression Analysis of Association Between Significant Univariate Factors and High CES-D Scale Scores? in 
Homosexual Men 





Adjusted Relative Odds Ratio 


Negative Interpersonal 
Factor” NS Depression Enervation Affect Sensitivity Total 
Number of reported possible HIV-related 
symptoms" 
Oor 1 3,888 1.00 1.00 1.00 1.00 1.00 
2 or 3 513 2.30 3.01 1.89 1.51 2.50 
z4 173 4.24 7.51 2.58 2.19 5.11 
Use of psychotropic drugs 
None 3,665 1.00 1.00 1.00 1.00 1.00 
Hypnotics 720 1.76 1.48 1.52 1.44 1.94 
Antidepressants or tranquilizers 89 3.69 3.07 3.43 2.20 4.98 
Both hypnotics and antidepressants or 
tranquilizers 100 3.73 371 1.99 227 3.31 
No one to talk to 175 3.68 2.76 3.94 2.35 3.58 
Reported enlarged glands 
HIV-positive 
No 2,716 1.00 1.00 1.00 1.00 
Yes 118 2.87 1.35 2.30 
HIV-negative 
No 1,444 0.91 0.99 0.96 0.98 
Yes 296 1.40 1.56 1.19 1.29 
Age (years) 
245 363 1.00 1.00 1.00 1.00 
25-44 3,706 1.45 1.31 1.72 1.41 
<25 505 1.93 2.18 2.69 1.98 
Education 
Graduate school 1,592 1.00 1.00 1.00 
College 2,399 1.32 1.29 1.45 1.31 
High school $83 1.28 2.02 1.68 1.74 
Anonymous sex partners 2,625 1.26 1.22 1,22 Lor 
Did not use cocaine 3,005 1.34 
Possibly or definitely had sex with a man 
with current or subsequent AIDS 932 1.29 


i ASL SNe ND SA Re CE a Me SEE AR TAPES ALES TORT Ree ae TO Oe ENT ee Te eee, 
“High score defined as 16 or higher. 


All history variables pertain to the 6 months before entry into the study. Only factors whose partial F test p values were less than 0.01 were 
included in a model. The factors are listed in descending order according to their largest relative odds among all models (i.e., for total score 
and for subscores). 

“The numbers of subjects given are minimum values. The total for each model (24,574) was determined by the number of cases that had 
complete data for all the included variables. 

“The overall significance of each model was as follows: depression— x? =458.5, df= 13, p<0.0001; enervation—x?=519.1, df= 14, p<0.0001; 
negative affect—y*=342.5, df=13, p<0.0001; interpersonal sensitivity—y?=154.1, df= 11, p<0.0001; total—y?=473.8, df=13, p< 
0.0001. 

“See text for list of symptoms. 


are important in explaining why some men at risk of 
AIDS experience depressive symptoms. That greater 
age and education level were associated with less psy- 
chological distress in this cohort is consistent with the 
psychosomatic literature. 

The observed relationship between perception of 
HIV-related symptoms and psychological distress is 
further complicated by the nonspecificity of those 
symptoms and their overlap with symptoms used to 
assess depression, anxiety, and enervation levels (3, 4, 
20). We were careful to focus our attention on symp- 
toms, such as swollen glands, that are not directly as- 
sessed by the CES-D Scale and for which we had both 
self- and observer ratings. Other possible HIV-related 
symptoms, however, such as difficulty in concentrat- 
ing, sleep disturbance, fatigue, and poor appetite, are 
nonspecific and may contribute to high CES-D Scale 
scores. Thus, it is important to look at relatively spe- 
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cific symptoms when assessing the relationship be- 
tween physical and mental health in persons at high 
risk of HIV infection. 

The finding that HIV seropositivity was not inde- 
pendently associated with high CES-D Scale scores, 
and that seropositive men with swollen glands actually 
scored lower than their seronegative counterparts on 
several subscales, argues strongly against a major role 
of occult early-stage HIV infection in the observed re- 
lationship between perceived HIV-related symptoms 
and the high psychological symptom scores reported 
here. Furthermore, the rate of conversion from nega- 
tive to positive HIV antibody status in the following 6 
months among seronegative men who reported the 
presence of enlarged glands at entry was no different 
from the rate for men who did not report swollen 
glands (2.4% versus 3.6%, respectively). This argues 
against the possibility that the high CES-D Scale scores 
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seen in seronegative men who reported swollen glands 
were due to undetected early-stage HIV infection. 
Self-report of HIV-related symptoms, rather than 
observer-verified symptoms or HIV serological status, 
appears to be the primary factor associated with the 
abnormally high depressive symptom scores in this co- 
hort. The magnitude of the association between self- 
reported HIV-related symptoms and high CES-D Scale 
scores, as judged by their odds ratios, is considerable 
and not attenuated by HIV serological status, recent 
psychotropic drug use, or other factors. Further, the 
finding that HIV-negative individuals were just as 
likely as seropositive subjects to endorse such enerva- 
tion scale items as “difficulty concentrating,” “‘every- 
thing an effort,” and “talked less” cautions us to be 
skeptical of suggestions that subtle cognitive symp- 
toms should automatically be attributed to CNS HIV 
infection in a person at high risk of HIV infection. 
Ongoing studies using observer-rated tests of cognitive 
function in carefully matched HIV-positive and HIV- 
negative cohorts may be informative in this regard 


(29). 
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TSH Response to TRH in Depression 
With and Without Panic Attacks 


Gregory M. Gillette, M.D., James C. Garbutt, M.D., and Dana E. Quade, Ph.D. 


Low thyroid-stimulating hormone (TSH) response 
to thyrotropin-releasing hormone (TRH) has been re- 
peatedly described in approximately 25% of patients 
with major depression. Panic disorder appears related 
to depression along several dimensions, including 
prevalence of low TSH response to TRH. The authors 
divided 46 patients with primary unipolar depression 
by gender and by presence or absence of concurrent 
panic attacks and compared their TRH test results 
with those of 106 normal control subjects, controlling 
for confounding variables. Depressed patients with 
panic had higher prevalence of low TSH response and 
significantly lower mean TSH response than depressed 
patients without panic. The latter were indistinguish- 
able from normal control subjects. 

(Am J Psychiatry 1989; 146:743—748) 


| n recent years considerable interest has developed 
concerning the phenomenology and biology of 
panic disorder and its relationship to major depres- 
sion. Case history (1—4), genealogic (5, 6), pharmaco- 
logic (4, 7), and physiologic studies, e.g., of plasma 
catecholamines (8, 9) and melatonin secretion (10, 11), 
all indicate a close biologic connection between panic 
disorder and major depression. 

Low thyroid-stimulating hormone (TSH) response 
to thyrotropin-releasing hormone (TRH) has been ex- 
tensively reported in patients with major depression 
(12, 13). Attempts to clinically characterize those de- 
pressed patients with low TSH response have been 
relatively uninformative, although greater depersonal- 
ization/derealization (14), agitation (14, 15), violent 
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suicidality (16), and duration of illness (17) have been 
associated wich low response. 

Several recent studies have reported that 33%—40% 
of patients with panic disorder show low TSH re- 
sponse to TRH (18—20). Because of our long-standing 
interest in the TRH test as a putative biologic marker 
in major depr2ssion and the conceptualization of panic 
and depressicn as expressions of a “partially shared 
diathesis” (5), these reports of low TSH response in 
panic disorder prompted us to reassess our TRH test 
findings by grouping depressed subjects into those with 
and those wizhout concurrent panic attacks. We hy- 
pothesized that depressed patients with concurrent 
panic attacks would show higher prevalence of low 
TSH response to TRH and lower mean TSH response 
than those without panic attacks. 


METHOD 
Subjects and Clinical Methods 


Subjects were studied at the Dorothea Dix Hospital 
Clinical Research Unit, a 16-bed adult psychiatric in- 
patient ward devoted to psychoendocrine research. 
Normal control subjects were recruited by community 
and university newspaper advertisement. 

Patients studied in the previous 5 years who met the 
following criteria were included. 1) All had a Research 
Diagnostic Criteria (RDC) diagnosis of primary uni- 
polar major or minor depression. 2) All had the Sched- 
ule for Affect've Disorders and Schizophrenia (SADS) 
administered by an experienced psychiatrist or social 
worker. 3) All were clinically and chemically euthy- 
roid, with nomnal screening thyroxine (T4), triiodothy- 
ronine (T,) resin uptake, free thyroxine index, and 
basal TSH. 4) All (except three exceptions noted later) 
were medically healthy according to history, physical, 
and screening laboratory examinations. 5) All under- 
went a standard TRH test after at least 1 week free of 
tricyclic antidepressants, 2 weeks free of monoamine 
oxidase inhib:tors or antipsychotics, and 3 weeks free 
of lithium or carbamazepine. None had current alco- 
hol abuse. 

Two women with panic attacks, mitral valve pro- 
lapse, and, frequent cardiac supraventricular tachyar- 
rhythmias of necessity continued taking moderate 


743 


TSH RESPONSE TO TRH IN DEPRESSION 


doses of propranolol at the time of TRH testing. One 
woman without panic was taking low-dose conjugated 
estrogens/methyltestosterone for posthysterectomy/oo- 
phorectomy atrophic vaginitis previously complicated 
by recurrent rectovaginal fistula. Twelve of 27 women 
and 11 of 19 men had taken either a bedtime hypnotic 
(benzodiazepine, chloral hydrate) or a daytime anxio- 
lytic (benzodiazepine, alprazolam) or both sometime 
during the week immediately before TRH testing. 

We determined patients’ RDC diagnoses at a formal 
conference involving medical staff, nursing staff, and 
ward social worker. All available past psychiatric rec- 
ords, current clinical observations, SADS results, scores 
on the Hamilton Rating Scale for Depression, and MMPI 
profiles were considered in determining diagnoses. The 
director of the clinical research unit, an experienced re- 
search psychiatrist, assigned all final diagnoses. 

A critical step for achieving the major goal of the 
study was to divide the depressed patients into those 
with and those without panic attacks during their cur- 
rent depressive illness episode. This could not be done 
by reviewing diagnoses because RDC convention pre- 
cluded concurrent diagnosis of panic disorder and de- 
pression. We used SADS items 251—261 to establish 
the presence or absence of current panic attacks. Item 
251 asks about the presence of fearful attacks, and 
each one of items 252—261 asks about a specific phys- 
ical symptom of these attacks, with at least two phys- 
ical symptoms needed to designate fearful episodes as 
panic attacks. It should be noted that in the SADS 
algorithm, specific physical symptoms are asked about 
only if item 251 is definitively endorsed; this leaves 
open the possibility of false negatives for diagnosis of 
panic disorder if the subject responds negatively to the 
single screening question concerning fearful episodes, 
even though he or she, if asked about them, might have 
endorsed numerous specific symptoms. Only one of 
our 14 patients with panic attacks endorsed the mini- 
mum number of two symptoms to meet the RDC for 
diagnosis of panic disorder. The other 13 patients with 
panic endorsed three to six symptoms each, making 
false positives for panic unlikely. SADS item 262 in- 
quires about the number of consecutive weeks with 
panic attacks. All of our patients with current panic 
attacks fell cleanly into two groups on the basis of data 
from this item: those with panic attacks during their 
depressive episode (six women and three men) and 
those with long-standing panic attacks that preceded 
their current depressive episode and continued into it 
(four women and one man). Our lifetime SADS data 
were insufficiently complete to reliably determine the 
prevalence of prior panic attacks in patients without 
current panic attacks. We also used RDC diagnoses to 
subtype patients into endogenous versus nonendoge- 
nous groups. 

The SADS provided information abcut duration of 
current illness episode and interval since first depres- 
sive episode. We used the first 17 items of the Hamil- 
ton depression scale, administered by an experienced 
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research psychiatrist immediately before TRH infu- 
sion, to assess depression severity. 

Forty-six patients (44 inpatients and two outpa- 
tients) met the study criteria. Forty-five had RDC ma- 
jor depression and one had RDC minor depression. 
The sample contained 27 women, with a mean+SD 
age of 38.2+9.3 years, and 19 men, with a mean+SD 
age of 37.9+10.4 years. Ten women (37%) and four 
men (21%) had current panic attacks; these figures are 
comparable to previously reported prevalences (3, 4). 
Although data from some of these patients have been 
previously used in other reports from our unit, these 
subjects have never been reported as a group. 

We studied 106 medically healthy normal volunteers 
without current or past psychiatric illness, alcoholism, 
or substance abuse disorder, and no first-degree rela- 
tive with psychiatric illness or alcoholism, as estab- 
lished by unstructured clinical screening interview. No 
SADS was administered to normal subjects. The vol- 
unteers consisted of 38 normal women, with a mean+ 
SD age of 33.5+8.9 years, and 68 normal men, with a 
mean+SD age of 32.8+9.8 years. 

Each patient and control subject underwent a stand- 
ard TRH test after having the procedure fully ex- 
plained and giving written informed consent. After 
fasting overnight, at 8:30 a.m., each subject had a but- 
terfly needle inserted into a forearm vein for serial 
blood sampling and TRH infusion. The vein was kept 
open by slow normal saline drip. Blood samples for 
baseline measurement of TSH, cortisol, T,, and T, 
resin uptake were drawn at 9:00 a.m. Immediately 
thereafter, 500 ug of TRH were infused over 1 minute. 
Blood samples for postinfusion TSH were drawn at 
9:30 a.m. 


Laboratory Methods 


Blood was allowed to clot before the serum was 
separated and frozen at —20 °C. All samples were as- 
sayed in duplicate, with the laboratory blind to patient 
diagnosis. The assay methodologies and respective in- 
tra-assay and interassay coefficients of variation were 
as follows: TSH, Beckman radioimmunoassay kit, 
4.8% and 5.9%, respectively; prolactin, Serono radio- 
immunoassay kit, 3.8% and 6.1%; cortisol, Corning 
radioimmunoassay kit, 4.2% and 5.6%; T4, Becton- 
Dickinson radioimmunoassay kit, 5.5% and 7.0%; 
and T, resin uptake, Ames Sephadex Column separa- 
tion of free [‘ IT; from that bound to serum, 4.6% 
and 7.3%. 

In mid-1985, we changed TSH assay method to an 
immunoradiometric assay (Hybritech, Inc.). Because 
29 of 46 patients and all normal subjects had been 
studied before the change, we converted Hybritech re- 
sults to Beckman equivalents before data analysis, us- 
ing a mathematically derived conversion factor (de- 
scribed later). 
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TABLE 1. Endocrine Values in Normal Contro! Subjects and Depressed Patients With and Without Panic Attacks 








Depressed Patients Depressed Patients 
Normal Subjects Without Panic Attacks With Panic Attacks 
Measure N Mean SD N Mean SD N Mean SD 
Women 
TSH (U/ml) 
Time 0° 38 3,3 1.1 17 3.3 1.3 10 3.5 1.2 
Time 30° 38 18.3 8.7 17 17.4 7.2 10 12.9 4.5 
ATSH30%° 38 14.9 8.4 17 14.1 6.8 10 9.4 3.8 
Free thyroxine index (ng/dl)* 38 6.4 1.5 17 6.9 15 10 5.9 1.3 
Serum cortisol (g/dl)? 23 14.5 7.7 17 13.3 6.0 10 15.1 5.2 
Men 
TSH (U/ml) 
Time 0° 68 32 1.4 15 3.4 12 4 3.6 0.7 
Time 30° 68 14.6 5.7 15 12.9 4.5 4 8.5 2.8 
ATSH30%8 68 11.3 5.2 15 9.5 3.5 4 4.9 2.7 
Free thyroxine index (ng/dl)®® ` 66 5.9 1.6 15 72 1.8 4 6.7 0.8 
Serum cortisol (g/dl)? 56 14.5 8.6 15 8.3 10.2 4 12.7 3.0 


“Immediately before TRH infusion. 
itty minutes after TRH infusion. 


“Depressed patients with panic attacks differed significantly from normal subjects (t=1.94, df=62, p=0.03) and from patients without panic 


attacks (t= 1.45, df=62, p=0.08). 
alue at time 30 minus value at time 0. 


“Depressed patients with panic attacks differed significantly from normal subjects (t=2.10, df=62, p=0.02) and from patients without panic 


,attacks (t=1.60, df=62, p= =0.06). 


‘Depressed patients with panic attacks differed significantly from normal subjects (t=2.17, df=84, p=0.02) and from patients without panic 


attacks (t=1.43, df=84, p=0. 08). 


Depressed patients without panic attacks differed significantly from patients with panic attacks (t=1.68, df=84, p=0. 05), and depressed 


patients with panic attacks differed significantly from normal subjects (t=2.55, df=84, 


p=0.01). 


"Depressed patients without panic attacks differed significantly from normal subjects (t=—2, 88, df=82, p=0.01). 


Statistical Methods 


Because panic disorder is a predominantly (but not 
exclusively) female disorder and because the study in- 
cluded unequal numbers of men and women for all 
three comparison groups, we analyzed data for each 
gender separately. For the 17 patients with TSH as- 
sayed by the Hybritech method (X), we applied the 
formula Y=2.09+(1.42xX) to estimate the level that 
would have been attained with the Beckman method 
(Y). We had determined this formula by using least- 
squares linear regression of Y on X, given duplicate 
assays of 504 blood samples from a different group of 
17 subjects. 

For each line of table 1 involving TSH values, we 
performed an overall analysis of variance to test the 
hypothesis of equal means for the three groups (nor- 
mal, depressed without panic, and depressed with 
panic) against the ordered alternative of means in the 
order normal>depressed without panic>depressed 
with panic. If this overall test was significant at p< 
0.05, we compared the three pairs of means with one- 
tailed t tests. For lines not involving TSH, the proce- 
dure was similar, but the overall test was directed against 
general alternatives and the t tests were two-tailed. 

To test whether some variable X might be confound- 
ing the association between panic attacks and low 
ATSH30, we calculated the classical partial correlation 
between ATSH30 and Panic (a dummy variable equal 
to 1 for patients with panic and 0 otherwise) given X; 
the test statistic is a t with (N minus 3) degrees of 
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freedom. Conversely, to test whether X had any effect 
on ATSH30 beyond that explained by panic, we cal- 
culated the partial correlation between X and Panic 
given ATSH3@. 

We used t tests to assess the effect of recent sedative 
or anxiolytic ingestion on ATSH30. We used Fisher’s 
exact test to determine whether ATSH30 was related 
to length of t.mé since onset of panic attacks (only 
during depressive episode versus preceding and con- 
tinuing into depressive episode). We used an arbitrary 
threshold for ATSH30 of 6.5 wU/ml to dichotomize 
the sample of depressed women with panic for pur- 
poses of analysis. There were too few men with panic 
to make such analysis meaningful. 


RESULTS 


A summary of endocrine findings by group and gen- 
der is shown in table 1. Figure 1 shows the distribution 
of ATSH30 values in the three comparison groups by 
gender. 

Mean ATSH30 values showed no significant differ- 
ences between normal and depressed subjects without 
panic attacks (for women, t=0.38, df=62, p=0.36; 
for men, t=1.30, df=84, p=0.10). By contrast, mean 
ATSH30 in depressed women with panic was signifi- 
cantly lower than that in normal women (table 1). 
There was also a strong trend toward lower mean 
ATSH30 in depressed women with panic than in de- 
pressed women without panic. Results were similar for 
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FIGURE 1. TSH Response to TRH Among Normal and Depressed 
Women and Men With and Without Concurrent Panic Attacks 
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men. There were significant differences in mean 
ATSH30 between depressed men with panic and nor- 
mal subjects and between depressed men with and 
without panic. 

Previous reports of TRH testing in panic disorder 
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patients (18—20) have treated ATSH as a dichotomous 
variable, with ATSH30<7.0 „U/ml defined as a low 
response of TSH to TRH, paralleling numerous studies 
of TSH response to TRH in depression (12). While 
recognizing that ATSH30 is actually a continuous vari- 
able, for conventional descriptive purposes, we dichot- 
omized our data by using ATSH30 of 7.0 U/ml as the 
arbitrary threshold. According to this criterion, four of 
10 depressed women with panic (40%) had low TSH 
response, whereas only three of 17 depressed women 
without panic (18%) and seven of 38 normal women 
(18%) had a low response. For men, three of four 
depressed subjects with panic (75%) had a low TSH 
response, whereas only four of 15 depressed subjects 
without panic (27%) and 16 of 68 normal subjects 
(23%) had a low response. 

We analyzed body surface area, baseline serum cor- 
tisol, TSH and free thyroxine index, duration and se- 
verity of present illness, and interval since first depres- 
sive episode as possible confounding variables for the 
association between current panic attacks and low 
ATSH30 among depressed patients. For each gender, 
the relationship between current panic attacks and low 
ATSH30 remained statistically significant (p<0.05) 
after adjustment for each of the variables listed earlier. 
The reciprocal analysis to detect the effect of each co- 
variable on ATSH30 beyond that explained by panic 
showed that only baseline serum cortisol was signifi- 
cant (p<0.05) for both genders. Interval since first de- 
pressive episode was significant (p<0.05) for women 
only, and baseline free thyroxine index and TSH for 
men only (p<0.05). Women with long-standing panic 
attacks persisting into their current depressive episode 
had a significantly greater prevalence of low ATSH30 
than women with panic attacks only during their de- 
pressive episode (one-tailed Fisher’s exact test, p< 
0.04). 

We also analyzed for differences in ATSH30 be- 
tween depressed subjects with and without RDC 
endogenous subtype. This method of subtyping de- 
pressed subjects revealed no statistically significant dif- 
ferences (for women, t=1.55, df=25, p=0.13; for 
men, t=0.38, df=17, p=0.71). However, subdividing 
endogenously depressed patients into those with and 
without concurrent panic attacks revealed significantly 
lower mean+SD ATSH30 in seven women with panic 
than in 11 women without panic (9.8+4.5 versus 
16.1+7.5 wU/ml; t=—-1.97, df=16, p=0.03) and a 
trend toward lower mean ATSH30 in two men with 
panic than in nine men without panic (4.4+1.0 versus 
9.1+4.1 pU/ml; t=1.54, df=9, p=0.08). 

The t tests showed no statistically significant corre- 
lation, for either gender, between hypnotic or anxio- 
lytic medication and low TSH response to TRH (for 
women, t=0.93, df=25, p=0.37; for men, t=1.17, 
df=17, p=0.26). Furthermore, we have shown in pilot 
work with normal male volunteers that up to 50 mg of 
oral chlordiazepoxide has no effect on TSH response 
to intravenous TRH (21). 
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DISCUSSION 


The results of this investigation confirm our hypoth- 
eses that depressed patients with concurrent panic at- 
tacks have a higher prevalence of low TSH response to 
TRH and a lower mean TSH response than either de- 
pressed patients without current panic attacks or nor- 
mal subjects. The hypothesis is confirmed for each gen- 
der separately and when the influence of possibly 
confounding variables is considered. The argument is 
further strengthened by the finding that even within 
the endogenous subtype of depressed patients, the 
presence of panic attacks still correlated significantly 
with low ATSH30. Finally, although duration of cur- 
rent depressive episode failed to correlate with low 
ATSH30, the women in our study did show a signifi- 
cant association between recurring, long-standing 
panic attacks that antedated onset of their current de- 
pressive episode and low ATSH30. These observations 
strongly suggest that panic may be an important indi- 
cator or determinant of hypothalamic-pituitary-thyroid 
axis pathology in depressed patients. The findings are 
particularly interesting in light of the absence of similarly 
powerful psychopathologic predictors of low TSH re- 
sponse in the depressed population. 

Despite methodologic differences from the present 
investigation, prior studies of TRH testing in nonde- 
pressed patients with panic disorder have consistently 
reported a low TSH response (18-20). The results in 
these studies are similar to those of the current report, 
whether ATSH is treated as a continuous or dichoto- 
mous variable. The mean ATSH30 values of our male 
and female depressed patients with concurrent panic 
attacks (table 1) are comparable to the mean ATSH of 
8.4 U/ml reported by Roy-Byrme et al. (19) and mean 
ATSH of 8.3 IU/ml reported by Hamlin and Pottash 
(20) in mixed gender samples. It is unclear whether any 
patients studied by Hamlin and Pottash (20) and by 
Schweizer et al. (18) had prior histories of depression. 
However, Roy-Byrne et al. indicated that some of their 
panic disorder subjects had prior histories of major 
depression, although they did not meet the RDC for 
major, minor, or intermittent depression when TRH 
tested. Nevertheless, their panic patients with and 
without prior depression had similar TSH responses to 
TRH. 

Figure 1 illustrates two points that deserve particu- 
lar emphasis. In addition to confirming the hypothesis 
that depressed patients with panic have lower mean 
ATSH30 than normal subjects and than depressed pa- 
tients without panic, the data show that depressed pa- 
tients without panic are indistinguishable from normal 
subjects by TRH testing. However, the lower mean 
ATSH30 of depressed patients with panic is not pri- 
marily the result of greater prevalence of responses at 
the low end of the ATSH30 range. In fact, perhaps the 
most striking feature of the scatterplots is the complete 
absence of responses at the high end of the ATSH30 
range for both male and female depressed patients 
with concurrent panic attacks. This novel descriptive 
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feature of TSH response to TRH in psychiatric patients 
deserves replication and explanation. 

Two hypotheses have been proposed to account for 
low TSH response to TRH in apparently euthyroid 
psychiatric patients (12, 13). The first proposes chron- 
ic TRH hypersecretion with consequent hyporespon- 
siveness of anterior pituitary thyrotroph cells, possibly 
due to down-regulation of TRH receptors. High nor- 
adrenergic input and low serotonergic input to hypo- 
thalamic TRH-secreting cells are suggested as possible 
mechanisms for chronic hypersecretion of TRH, al- 
though human evidence supporting these explanations 
remains tenuous. The second hypothesis suggests that 
thyrotroph cells either are primarily disordered or are 
inhibited from releasing TSH by known (thyroid hor- 
mones, cortisal, or dopamine) or unknown inhibitory 
substances. Although thyroid hormones are the most 
potent inhibitors of TSH secretion, they have often 
been dismissed as an explanation for TSH hyposecre- 
tion in psychiatric populations because subjects in 
most of these studies had normal baseline thyroid hor- 
mone levels. These hypotheses may be considered in 
three contexts: the proposed neurobiologic substrate 
of panic attacxs, recent discoveries about the biology 
of low TSH response in nonpsychiatric subjects, and 
the relationship of panic to thyroid hormone state. 

Redmond (22) has recently reviewed a wide range of 
evidence suggesting that higher noradrenergic activity 
of locus ceruleus neurons underlies panic attacks. Lo- 
cus ceruleus neurons have projections to the hypothal- 
amus and therefore could be the source of higher nor- 
adrenergic input, which is postulated as a mechanism 
of chronic TRH hypersecretion (12, 13). 

Snyder and Utiger (23) have demonstrated that 
treating normal subjects for several weeks with quan- 
tities of T, and T, sufficient to raise their serum T3, 
while still maintaining it within normal limits, results 
in a 76% decrease in maximal TSH response to 400 pg 
of TRH; this finding indicates exquisite sensitivity of 
TSH release to changes in circulating T} within phys- 
iological range. Recent reports in the endocrinologic 
literature have begun to clarify the pathophysiology of 
chemically euthyroid nonpsychiatric patients with low 
TSH response to TRH. Such patients have been de- 
scribed as having thyroid hypersensitivity to TSH (24), 
higher free T, and free T, that often evolves into overt 
hyperthyroidism (25), and high T; production rate and 
low basal TSH, with an inverse correlation between 
basal TSH and both total and free T; (26). 

Resonating with these studies are reports that thy- 
roid hormone levels do in fact contribute to the low 
TSH response to TRH in depressed patients. Calloway 
et al. (14) found that depressed patients with low TSH 
response had higher free thyroxine index values than 
depressed patients with normal response. Kirkegaard 
and Faber (27) reported an association between low 
TSH response and directly measured free T, levels. 
However, many studies of psychiatric patients have 
not demonstrated a clear relationship between thyroid 
hormone levels and TSH response (12). 
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In summary, these endocrinologic and psychiatric 
reports raise anew the question of “preclinical” or 
“marginal” hyperthyroidism as a mechanism of low 
TSH response in psychiatric patients. Overt hyperthy- 
roidism has been associated with anxiety, irritability, 
and motor tension (28), a wide variety of simple pho- 
bias (29), and agoraphobia, usually with panic attacks 
(30). A recent study of panic disorder patients found 
four of 55 with high T3, T4, or free thyroxine index 
(31). Another study of thyroid indices in panic disor- 
der patients found that none of 82 patients had abnor- 
mal total T, or T; resin uptake, but 11 of 51 patients 
had undetectable (<0.5 U/ml) basal TSH (32). 

Although we did not find lower basal TSH levels in 
our depressed subjects with concurrent panic attacks, 
the TSH radioimmunoassay we employed for this 
study lacked the sensitivity for very low levels of TSH 
that is available in newer immunoradiometric assays. 
We intend to employ more sensitive provocative and 
kinetic measurements such as those cited from the en- 
docrinologic literature to elucidate the presence and 
mechanism of “marginal” hyperthyroidism in psychi- 
atric patients. The present study suggests that de- 
pressed patients with panic differ biologically from 
depressed patients without panic. Furthermore, de- 
pressed patients with panic apparently represent a tar- 
get population likely to yield more refined information 
about dysregulation of the hypothalamic-pituitary- 
thyroid axis in psychiatric disorders. 
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Hypnotic Alteration of Somatosensory Perception 


David Spiegel, M.D., Pierre Bierre, M.S., and John Rootenberg, B.A. 


Effects of hypnotic alterations of perception on am- 
plitude of somatosensory event-related potentials were 
studied in 10 highly hypnotizable subjects and 10 sub- 
jects with low hypnotizability. The highly hypnotiz- 
able individuals showed significant decreases in ampli- 
tude of the Pioo and P39) waveform components 
during a hypnotic hallucination that blocked percep- 
tion of the stimulus. When hypnosis was used to in- 
tensify attention to the stimulus, there was an increase 
in Pioo amplitude. These findings are consistent with 
observations that highly hypnotizable individuals can 
reduce or eliminate pain by using purely cognitive 
methods such as hypnosis. Together with data from 
the visual system, these results suggest a neuropbysio- 
logical basis for hypnotic sensory alteration. 

(Am J Psychiatry 1989; 146:749-754) 


H ighly hypnotizable individuals are capable of 
profound alterations in subjective experience, in- 
cluding the ability to reduce or eliminate pain, control 
anxiety, and produce hallucinations. Despite these in- 
tense and unusual subjective experiences, there has 
been little objective evidence of any accompanying 
neurophysiological change. If such phenomena involve 
more than mere subjective report, they should be re- 
flected in altered processing of perception as measured 
by scalp electrodes. Cortical event-related potentials 
provide a useful test for studying perceptual and atten- 
tional processes in humans (1, 2). Event-related poten- 
tials are scalp EEG recordings time-locked to a series 
of approximately 50-100 perceptual stimuli, making it 
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possible to study brain electrical activity associated 
with perception of and neural response to the stimulus 
series. The amplitudes of the early components (100— 
200 msec after the stimulus) of event-related potentials 
reflect exogenous factors: the intensity of the stimulus 
and the process of selecting the perceptual channel that 
is used, such as visual versus auditory (3—5). That is, 
the stronger the input signal, the larger the amplitude 
of electrical activity approximately 100 msec after the 
stimulus has been presented, especially over the respec- 
tive sensory-association cortex. The amplitudes of the 
later components (200—500 msec after the stimulus) 
are influenced by endogenous factors such as response 
to perception of the stimuli, by the degree to which the 
stimuli are unexpected (2, 5-9), and by the extent to 
which the stimuli are consciously perceived (10, 11). 
For example, stimuli that are rare, that require a re- 
sponse, or that demand conscious attention tend to 
produce larger positive amplitudes approximately 300 
msec after the stimuli have been presented, especially 
at frontal (reflecting infrequency) and parietal (re- 
flecting task relevance) recording sites (2, 12). In the 
present study, we examined the effects on event-related 
potential amplitudes of somatosensory perceptual dis- 
tortion produced by hypnosis. This sensory alteration 
is analogous to that which is used successfully in clin- 
ical pain control techniques involving hypnosis. 
Previous findings in this area have been inconsistent. 
Some studies (13—17) have shown reduction in the am- 
plitude of visual or auditory event-related potentials 
when hypnotized subjects were instructed to attenuate 
perception of a stimulus or focus attention on a com- 
peting stimulus. Other studies (18-24) have failed to 
confirm such a relationship between hypnotic atten- 
tion and amplitude of event-related potentials. There 
are several reasons for this disparity. The nature of the 
hypnotic instruction is critical to the outcome. A sug- 
gestion that a subject attenuate or diminish the appar- 
ent brightness of a stimulus requires that the subject 
pay attention to it. Thus, the process of following such 
a hypnotic instruction contradicts its content. Simi- 
larly, instructing subjects that they will not perceive 
anything at all may result in a startle response that 
increases rather than decreases the amplitude of event- 
related potentials if the obstruction is less than perfect 
(25—27). Other limitations of some studies include 
small sample sizes, the use of patients with severe neu- 
rological or psychiatric disorders, and semiquantita- 
tive analysis of event-related potentials. In one study 
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(27), highly hypnotizable subjects were instructed to 
replace the stimulus with a competing image rather 
than reduce or eliminate it. This resulted in a general 
reduction of event-related potential amplitude that 
was statistically significant for the P399 portion of the 
waveform throughout the scalp. In the present study 
we sought to demonstrate that altered event-related 
potentials are not specific to the visual system, but are 
also observed in the somatosensory system and may be 
a measure of altered perception induced by hypnosis. 

We studied the effects of hypnotic perceptual alter- 
ation in the somatosensory system. This sensory mo- 
dality was chosen because hypnosis has been shown to 
be an effective tool in pain reduction (28-30). Al- 
though we studied electrical stimulation that was be- 
neath the pain threshold, the analogy to hypnotic an- 
algesia holds: the event-related potential waveform 
does not differ in response to noxious versus subnox- 
ious somatosensory stimulation (31). Our hypothesis 
was that when highly hypnotizable individuals experi- 
enced reduction or elimination of their perception of a 
somatic stimulus, they would produce event-related 
potentials with lower amplitudes. We predicted that 
this effect would be especially strong at P39, since this 
component of the waveform is influenced by the rele- 
vance of the stimulus and was the point of reduction 
most prominently observed in our study of the effects 
of obstructive hallucination in the visual system (27). 
Conversely, we sought to assess whether hypnotized 
subjects who were instructed to enhance attention to 
the somatosensory stimulus would demonstrate corre- 
spondingly increased amplitudes of event-related po- 
tentials. It was expected that these effects would be 
greatest in the parietal (somatosensory association) re- 
gion contralateral to the stimulus. 


METHOD 


Two groups of subjects, 10 high and 10 low in hyp- 
notizability, were selected on the basis of consistently 
high (8 to 12) or low (0 to 4) scores on the Harvard 
Group Scale of Hypnotic Susceptibility, Form A (32) 
and the Stanford Hypnotic Susceptibility Scale, Form 
C (33). These differences were confirmed with the 
Hypnotic Induction Profile (34). Informed consent was 
obtained after the nature and possible consequences of 
the study had been fully explained in accordance with 
the Stanford Human Subjects Committee guidelines. A 
total of 20 right-handed subjects, seven men and three 
women in each group, performed the experiment. 

Four randomly ordered instruction conditions were 
used, during which subjects were given identical soma- 
tosensory stimulation while event-related potentials 
were recorded. In each instruction condition, subjects 
received 110 electrical stimuli. There were 99 single 
(standard) stimuli from which event-related potential 
recordings were drawn, mixed randomly with 11 triple 
(target) stimuli to which the subjects were expected to 
press a button (35). This was done to ensure maximal 
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attention to the stimuli, allowing us to monitor the 
subjects’ accuracy in identifying targets (36). The in- 
terstimulus interval was rectangularly distributed be- 
tween 4.0 and 5.0 seconds. The EEG was digitally re- 
corded from seven monopolar leads (F3, F4, Cz, P3, P4, 
0,, and 0,) referenced to a lead linking the mastoid 
processes behind the left and right ears; the electro- 
oculogram (EOG) was recorded as a bipolar channel 
to measure eye movement artifact. 

The somatosensory stimuli consisted of biphasic 
pulses of 1.6-msec duration applied over the left radial 
nerve at the palmar surface of the wrist. Pulses were 
generated by means of a Grass SD-9 stimulator trig- 
gered externally by the recording PDP-11 computer. 
Stimulus electrodes were placed longitudinally along 
the radial nerve approximately 2 cm apart; the prox- 
imal lead had negative polarity. A subjective “base 
level”? of pulse intensity (voltage) was established by 
using descending levels of stimulation until a level was 
reached that the subject perceived as just below the 
threshold of discomfort. This resulted in stimuli be- 
tween 1.2 and 2.0 times the subject’s threshold of sen- 
sation. To compensate for habituation to the stimulus, 
the voltage was adjusted slightly upward after each 
experimental condition to reestablish the subjective 
base level. Stimulus interelectrode skin resistance var- 
ied from subject to subject between 29 and 325 kQ but 
did not change during the procedure with the use of 
biphasic stimuli. Mean+SD skin resistance for the 
highly hypnotizable subjects was 106+108 kQ; for the 
subjects with low hypnotizability it was 208+164 kQ. 

While this difference was not statistically significant, 
it did raise the possibility of between-group differences 
in stimulus intensity. This, however, was not the case. 
During the protocol the highly hypnotizable subjects 
had a slightly lower mean+SD threshold voltage (14.1 
+10.1 versus 16.8+7.7 V), but at a higher mean+$D 
threshold current (168+82 versus 103+48 uA), as 
would be expected by virtue of lower skin resistance. 
Likewise, their average-run voltage was lower (19.2+ 
14.7 versus 27.1+10.6 V), but their average-run cur- 
rent was higher (2564123 versus 172+70 pA). The 
ratio of stimulus to threshold current averaged 1.5+ 
0.3 for the highly hypnotizable subjects and 1.7+0.5 
for the subjects with low hypnotizability. None of 
these differences was statistically significant. 

An EEG recording helmet with Beckman silver-silver 
chloride recording electrodes mounted on 25-mm ex- 
tender tubes with saline-soaked tips was used for the 
seven scalp and two mastoid sites. The EOG was re- 
corded from two Grass gold-cup electrodes located on 
the lower orbital ridge and on the outer canthus of the 
right eye. The EEG was amplified 50,000 times and the 
EOG 5,000 times by means of Grass P511K amplifiers 
with flat gain (to within —3 dB) between 1 Hz and 100 
Hz, except for a notch filter at 60 Hz. Incoming signals 
were amplified and digitally sampled at 4-msec inter- 
vals with 0.1-~V amplitude resolution. Each recording 
epoch consisted of a 200-msec prestimulus baseline 
and an 800-msec poststimulus onset record. Epochs 
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were sorted by stimulus type (standard stimuli versus 
target stimuli that required button pressing), and the 
target stimuli were eliminated, leaving 99 standard- 
stimulus epochs for further processing of event-related 
potentials. Epochs were then rejected for the following 
reasons: 1) false positives (button pressing on standard 
[nontarget] stimuli), 2) muscle artifact contamination, 
3) outliers resulting from analog to digital conversion 
clipping, and 4) alpha-rhythm bursts. This process 
yielded a mean+SD of 67+26 nontarget epochs per 
condition for the highly hypnotizable subjects and 
70+25 per condition for the subjects with low hypno- 
tizability. Epochs were arithmetically averaged (pre- 
serving amplitude for stimulus-locked waveform com- 
ponents), normalized to a 0-p.V baseline average level, 
smoothed using a two-pass, three-point Hanning func- 
tion, and graphed. 

The six standard event-related potential components 
(Pioo Nisos P200; Nasos P300, and N4oo) were maximal 
or minimal amplitudes occurring in intervals defined 
by the following process. 1) All event-related potential 
curves from all subjects, all experimental conditions, 
and all recording sites were arithmetically combined 
into one grand total curve. 2) The maximal and min- 
imal amplitudes were identified. 3) The half-amplitude 
level between neighboring peaks (e.g., halfway in am- 
plitude between Niso and P200) was established. 4) The 
point in time on the abscissa of this half-amplitude 
became the dividing boundary (e.g., between the N15 
and the Poo windows). 5) Within each latency win- 
dow, a maxima/minima finder was used to locate the 
amplitude and latency for each of the six event-related 
potential components for each subject in each condi- 
tion. To test the experimental hypothesis, one three- 
way analysis of variance (ANOVA) (Group by Condi- 
tion by Recording Site) was conducted for amplitude 
of event-related potentials at each of the six compo- 
nent peaks. The randomized presentation of attention 
conditions reduced the likelihood that unequal serial 
correlations would affect this analysis. Post hoc testing 
was conducted only when preceded by a significant 
overall ANOVA. 

Four experimental attention conditions were pre- 
sented in random order. In the normal attention con- 
dition, the subjects were instructed to press a button 
each time they felt the target stimulus. In the passive 
attention condition, the subjects were instructed to at- 
tend to the stimuli but not press the button. In the 
hypnotic attention condition, the subjects were first led 
through a hypnotic-induction exercise that involved 
closing the eyes and elevating the left hand in response 
to an instruction that it would feel “light and buoy- 
ant.” These movements provided behavioral confirma- 
tion that the subjects were complying with instruc- 
tions. They were then instructed to attend carefully to 
the stimuli, which they were told to experience as 
“pleasant and interesting,” and press the button in re- 
sponse to targets. In the hypnotic obstructive halluci- 
nation condition, the hypnotic-induction exercise was 
followed by the hypnotic suggestion that a local anes- 
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thetic, such as Novocain, was spreading from fingers 
to hand to forearm of the stimulated limb. Subjects 
were further instructed to make the limb cold, tingling, 
and numb, They were then told to press the button if 
they felt any of the target stimuli. The experimenter 
conducting the hypnosis session was blind to the sub- 
jects’ hypnotizability scores to ensure that all subjects 
received identical instructions. This was important, 
since highly hypnotizable individuals are especially 
sensitive to interpersonal cues (37, 38). 


RESULTS 


The highly hypnotizable subjects were able to sup- . 
press perception of the stimulus in the hallucination 
condition as measured by behavioral criteria. There 
was a significant Group by Condition difference in but- 
ton pressing (F=10.04, df=2, 36, p<0.001) after elim- 
ination of the passive attention condition, which re- 
quired no button pressing. The highly hypnotizable 
subjects pressed the button in response to 38% of the 
targets in the hypnotic obstructive hallucination con- 
dition, while the subjects with low hypnotizability 
pressed the button in response to 80% of the targets in 
that condition. In contrast, no significant differences 
were seen during the control conditions: both groups 
of subjects pressed the button in response to 86% or 
more of the targets in the normal attention and hyp- 
notic attention conditions. 

Among the highly hypnotizable subjects this percep- 
tual suppression was accompanied by a reduction in 
amplitude of event-related potentials. There was a sig- 
nificant Group by Condition effect in the predicted 
direction on the amplitude of the event-related re- 
sponse. Figure 1 indicates, first, that the mean ampli- 
tudes of event-related potentials were lower for the 
subjects with high hypnotizability than for those with 
low hypnotizability regardless of condition. Indeed, 
the mean+SD Pioo amplitude was significantly lower 
among the highly hypnotizable subjects than among . 
those with low hypnotizability (1.41+0.93 versus 2.55 
+1.82 uV; F=4.56, df=1, 18, p<0.04). These differ- 
ences were not expected, but they are consistent with a 
trait rather than a state conception of hypnotizability. 
If this interpretation is accepted, the data of interest in 
the present experiment are the changes from the base- 
line normal attention condition produced by the dif- 
ferent experimental conditions. Therefore, a second 
ANOVA was performed on the difference between the 
normal attention condition and the other conditions at 
Pioo to test the hypothesis that the highly hypnotizable 
subjects would show differences in amplitude among 
conditions which would not be seen in the subjects 
with low hypnotizability. 

At the Pioo portion of the waveform there was a 
significant Group by Condition interaction throughout 
the scalp (F=3.61, df=2, 36, p<0.02). Of the eight 
mean Pioo amplitudes (2 groupsx4 conditions), the 
highly hypnotizable subjects had the lowest mean+SD 
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FIGURE 1. Mean Amplitudes of Somatosensory Event-Related 
Potentials in Four Conditions for Subjects With High and Low Hyp- 
notizability 
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amplitudes in the hypnotic obstructive hallucination 
condition (0.80+0.71 pV versus 1.45+0.90 pV in the 
normal attention condition and 1.45+0.76 pV in the 
passive attention condition) (see figure 1). It appears, 
from subsequent matched-pairs t test comparisons 
(permitted by this ANOVA) among the highly hypno- 
tizable subjects, that Pioo amplitude during the hyp- 
notic obstructive hallucination condition was lower 
than it was during the passive attention condition and 
the hypnotic attention condition. Indeed, these sub- 
jects exhibited the lowest mean Pioo amplitudes in the 
hypnotic obstructive hallucination condition at all 
seven recording sites. During this condition, Pioo am- 
plitude was reduced by 45% relative to normal atten- 
tion. By contrast, the subjects with low hypnotizability 
did not show a significant difference in amplitude 
among conditions. 

In addition to lower Pioo amplitudes, the highly hyp- 
notizable subjects demonstrated lower P35) amplitudes 
during the hypnotic obstructive hallucination condi- 
tion. There was a significant Group by Condition by 
Recording Site interaction for P3)) amplitude (F= 1.9, 
df=18, 324, p<0.05) (see figure 1). Highly hypnotiz- 
able subjects’ P34.) amplitudes were lower during hyp- 
notic hallucination than during both normal attention 
and passive attention at the right frontal, parietal, and 
occipital leads (F,, P4, and O,) and were lower than 
those during normal attention only at O, as well. The 
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only similar difference observed among the subjects 
with low hypnotizability was at O,, but, contrary to 
task instruction, hypnotic attention amplitudes were 
reduced as well at O}. 

In contrast, in the highly hypnotizable subjects, an 
increase of 35% in mean Pioo amplitude was observed 
during hypnotic attention (1.95+0.91 pV) as com- 
pared with that during normal attention (1.45 +0.90 
uV). Indeed, the increase in Pioo amplitude during 
hypnotic attention was greater than the change ob- 
served during both the passive attention and hypnotic 
hallucination conditions. 

Thus, the highly hypnotizable subjects showed bidi- 
rectional task-related changes: increased Pioo ampli- 
tude during hypnotic attention and decreased Pj 9 and 
P39 amplitudes during hypnotic hallucination, where- 
as the subjects with low hypnotizability did not. An 
examination of standardized interaction terms for the 
amplitude changes among conditions indicated that 
the primary effect at P, 9) was the relative increase in 
amplitude during the hypnotic attention condition 
among the highly hypnotizable subjects (+0.48 uV), 
while the predominant effect at P39) was the relative 
decrease in amplitude during the hypnotic hallucina- 
tion condition (~—0.33 pV). 


DISCUSSION 


The results of this study confirmed the hypothesis 
that highly hypnotizable subjects would show task- 
related changes in the amplitudes of their somatosen- 
sory event-related responses. The amplitude of the 
highly hypnotizable subjects’ P,99 event-related poten- 
tials was increased during hypnotic attention and sub- 
stantially reduced during hypnotic obstruction, as was 
the amplitude of their P39, potentials. Such task-re- 
lated differences were not observed among the subjects 
with low hypnotizability. Thus, hypnosis-induced sub- 
jective changes in perception were accompanied by 
congruent alterations in amplitude of event-related 
potentials. These results confirm our previous findings 
in the visual system (27). However, the reduction in 
event-related response to the somatosensory stimuli 
occurred not only at P39,, as previously observed in the 
visual system, but also earlier, at Pj 9. 

How can these changes in amplitude of event-related 
potentials be explained? This new finding may relate to 
the prominence of Pioo components in somatosensory 
event-related potentials (36, 39, 40). Nonhypnotic 
suppression of somatosensory event-related potentials 
has been observed when there is cognitive dissonance 
regarding a painful stimulus that motivates the subject 
to suppress it (41) and during effects of analgesic drugs 
(42). An analogy may be drawn between signal detec- 
tion theory and the early and late components of the 
event-related potential: the early components reflect 
more the effect of signal detection; the later compo- 
nents, response bias or interpretation of the signal. 
While P35) amplitude increases with better signal de- 
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tection (2, 43), it is strongly increased by stricter re- 
sponse bias (44)—for example, confidence in the eval- 
uation of a detected signal as painful. 

Which is involved in hypnotic analgesia? Schizo- 
phrenic patients were shown to have lower Pioo, Ni 20; 
and Poo amplitudes than normal subjects in response 
to marginally painful stimuli (45). The between-group 
differences in signal detection disappeared with admin- 
istration of naloxone, an opiate antagonist, while re- 
sponse bias differences did not. However, since hyp- 
notic analgesia is not reversed by the administration of 
naloxone (46, 47), the present findings seem to suggest 
that hypnotic alteration of pain perception operates at 
the level of the response bias by reducing the painful- 
ness of the stimulus rather than the detection of the 
signal (48). The fact that we found effects at Pio, as 
well as at P39, suggests that alteration in signal detec- 
tion may also be involved. 

P3099 amplitude is influenced by several factors: stim- 
ulus infrequency, task relevance, attention (2, 5-9), 
novelty (12), and conscious processing (10, 11). In the 
present experiment, the expectancy (frequency) of 
stimuli was held constant across conditions, but the 
other variables could have been influenced by hypnotic 
hallucination. Hypnosis has long attracted interest be- 
cause of its role in altering the boundary between con- 
scious and unconscious experience (28, 34). The hyp- 
notic hallucination may have made perception of the 
stimulus less conscious, relevant, or novel. 

The strong involvement of the frontal region may be 
of particular importance, since it suggests that the sig- 
nal generator for the hallucinated image which re- 
duced attention to the sensory stimulus may be located 
frontally or in subcortical structures which project to 
the frontal cortex. It may also mean that the strength 
of the normally perceived signal is due in part to proc- 
essing by the right frontal cortex, which has been 
shown to be involved in recognition of novel stimuli 
(49, 50). Reduction in right frontal processing may 
make the stimulus seem routine and thereby reduce its 
signal strength. 

The difference in overall Pioo amplitude between 
highly hypnotizable subjects and subjects with low 
hypnotizability was unexpected. We found no such 
differences in hypnotizability in our study of visual 
event-related response, but it is conceivable that these 
are trait differences that reflect different styles of so- 
matosensory information processing, with highly hyp- 
notizable subjects being more capable of turning to 
inward imagined experience (51) and thereby sup- 
pressing somatosensory perception. 

Highly hypnotizable subjects, but not those with 
low hypnotizability, showed changes in amplitude of 
event-related potentials consistent with hypnotic task 
demands. This study suggests that such sensory alter- 
ations are accomplished by an alteration in neuronal 
response to stimuli. These findings provide evidence 
that hypnotically induced subjective changes such as 
anesthesia or visual hallucinations involve alterations 
in perceptual processing. Further, they demonstrate a 
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neurophysiological difference between individuals with 
high and low hypnotizability. Such findings provide a 
basis for further exploring the neurophysiological 
mechanism underlying hypnotic analgesia. 
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Physical and Sexual Assault Histories 
Among Psychiatric Outpatients 


Andrea Jacobson, M.D., Ph.D. 


Using a semistructured interview, the author obtained 
complete histories of experiences of being physically or 
sexually assaulted from 31 psychiatric outpatients. 
The majority (68%) of outpatients had experienced 
major physical and/or sexual assaults, and most as- 
saults had not been revealed to the patients’ prior ther- 
apists. Circumstances associated with the assaults, a 
comparison of outpatient and inpatient assault histo- 
ries, and the relevance of the findings to clinical prac- 
tice are discussed. 

(Am J Psychiatry 1989; 146:755—758) 


A s the impact of having been sexually or physically 
assaulted becomes more widely recognized (1-3), 
it is important to know how widespread these experi- 
ences are among psychiatric patients. Physical and/or 
sexual assault prevalences for psychiatric inpatients 
have been reported to be as high as 43% in a chart 
review study (4) and as high as 70%-—80% in direct 
interview studies (5, 6), but the prevalence of assault 
histories among outpatients remains unclear. The only 
study to my knowledge of a broad range of types of 
assault among psychiatric outpatients is a chart review 
(7) which reported that 22% of 105 outpatients had 
experienced physical or sexual violence. No direct in- 
terview studies surveying a broad range of assault ex- 
periences among outpatients have been reported. 

Using a direct interview method developed in a prior 
study of inpatients (5), I conducted a study of physical 
and sexual assault histories among outpatients. I also 
compared assault prevalences among patients in two 
common treatment settings: inpatient units and a non- 
specialized general outpatient practice. 
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METHOD . 


_ Patients were recruited at a large, university-affil- 
iated county hospital. Because I was interested in the 
relevance of routine assault inquiry in a traditional, 
nonspecialized outpatient psychotherapy practice, I 
studied only new patients, excluding patients with 
chronic schizophrenia who were usually treated at 
multidisciplinary mental health centers and patients 
seen only for pharmacologic management. Therapists 
were requested to ask patients at the first meeting if 
they would be willing to meet with a research assistant 
who would tell them about a study of past experiences 
in which they could choose to participate. Of 123 el- 
igible patients, 73 were approached by their therapists. 
Of these, 31 (42%) agreed to meet with a research 
assistant, who told them the exact nature of the study. 
No patients rejected the study at that stage. Five of the 
31 patients initially came to the emergency room but 
were referred for outpatient treatment. 

The median age of the 31 outpatients was 31 years 
(range, 19—75 years). The majority of subjects were 
either never married (N=13, 42%) or remarried (N= 
7, 23%), high school graduates (N=6, 19%) or par- 
tially college-educated (N=10, 32%), and clerical/ 
sales workers (N=15, 48%) or unskilled/unemployed 
individuals {including housewives) (N=7, 23%). The 
majority of the sample (N=23, 74%) was white, and a 
substantial minority (N=8, 26%) was black; the pre- 
dominant social classes (Hollingshead and Redlich) 
were class III (N=13, 42%) and class IV (N=11, 
36%). Twenty-six (84%) of the subjects were women, 
and five (16%) were men. These outpatients were quite 
similar in median age, racial distribution, and marital 
status to the 100 previously studied inpatients. More 
of the outpatients, however, were women (84% versus 
50%) and in a somewhat higher social class (predom- 
inantly classes [I] and IV versus predominantly classes 
IV and V). 

The chart diagnoses of the outpatients included af- 
fective disorders (N=11, 36%), personality disorder 
and substance abuse (N=8, 26%), adjustment reaction 
(N=5, 16%), marital problems (N=2, 7%), and mis- 
cellaneous (N=5, 16%). This distribution was quite 
similar to the previous inpatient sample, except that 
none of the outpatients had diagnoses of schizophrenia 
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TABLE 1. Prevalence of Major Assault Histories Among 31 Psychiatric Outpatients and 100 Previously Studied Psychlatric Inpatients (5) 


Women 

Outpatient Inpatient 

(N=26) (N=50) 

Type of Assault N % N % 
Physical assault as child 9 35 22 44 
Physical assault as adult 11 42° 32 6f 
Sexual assault as child 11 42° 11 225 
Sexual assault as adult 10 38 19 38 


a \2=3.28, df=1, 0.05<p<0.10. 
b y2=4.31, df=1, p<0.05. 
€ y2=3.43, df=1, 0.05<p<0.10. 
d7=5,09, df=1, p<0.05. 


or other psychosis and very few inpatients had adjust- 
ment reaction diagnoses. 

The instrument and procedures were the same as 
those used and described in detail in the inpatient 
study (5). A lengthy semistructured interview was used 
to obtain history in four categories of assault: physical 
assault as a child, physical assault as an adult, sexual 
assault as a child, and sexual assault as an adult. Child- 
hood included experiences that occurred before age 
16; consensual sexual play between children of similar 
ages was not considered childhood sexual assault. Pa- 
tients could describe up to four assault relationships 
(i.e., all assaultive acts of a specific category that the 
patient experienced with a specific assailant without 
regard for number of episodes or duration of relation- 
ship) in each category. Levels of severity were defined 
by detailed, behaviorally defined assault scales. Major 
sexual ‘assault included sexual assault involving phys- 
ical contact with the genitals of the victim, the assail- 
ant, or both. Major physical assault ranged in severity 
from “kick, bit, or hit” to “used a knife or gun.” Pa- 
tients who had experienced major assaults were also 
asked to identify specific characteristics of their as- 
saults, such as alcohol or drug use by the assailant, 
patient, or both, maintenance of secrecy about the as- 
sault, perceived effects of the assault, and discussion of 
the assault in previous therapy. If a patient described 
more than one assault relationship in a specific cate- 
gory, the patient was asked to choose the most impor- 
tant and that assault relationship was then the subject 
of the more detailed inquiry. Data on less severe as- 
sault, such as exhibitionism, fondling, shoving, and 
throwing objects, are not presented. All the patients 
tolerated the interview well. Assistance in finding 
counseling to deal with any sequelae to the interview 
experience was offered but never used. 


RESULTS 


Histories of major physical and/or sexual assault 
were reported by 68% (N=21) of the outpatients. Of 
these 21 assaulted patients, 67% (N=14) had experi- 
enced more than one category of major assault and 10 
(48%) had experienced three or all four categories. 
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Men All 

Outpatient Inpatient Outpatient Inpatient 
(N=5) (N=50) (N=31) (N= 100) 
N % N % N % N % 
3 60 27 54 12 38 49 49 
2 40 31 62 13 42? 63 63° 
1 20 8 16 12 38° 19 199 

0 0 2 4 10 32 7 24 


Prevalence rates were calculated for each of the four 
assault categories (table 1). No sexual assault as an 
adult was reported by the men, Combined prevalences 
were 58% (N=18) for physical and/or sexual child- 
hood assault, 48% (N=15) for physical and/or sexual 
adult assault, 61% (N=19) for childhood and/or adult 
physical assault, and 48% (N=15) for childhood and/ 
or adult sexual assault. 

The four categories of major assault were analyzed 
in pairs for occurrence in the same patient by using 
Fisher’s exact test. Sexual assault as an adult tended to 
occur with both sexual assault as a child (N=7, p< 
0.02) and physical assault as an adult (N=8, p<0.01). 
The association of sexual and physical assault as an 
adult was largely explained by five women who re- 
ported being physically and sexually assaulted by the 
same man. Sexual assault as a child and physical as- 
sault as an adult tended to occur together (N=8, p< 
0.05). No other significant associations between as- 
sault categories were noted, nor were there any asso- 
ciations between primary chart diagnoses and preva- 
lence of assault. The demographic characteristics of 
the assaulted patients were similar to those of the total 
outpatient sample. 

Table 2 illustrates how many of the 21 assaulted 
outpatients had ever experienced at least one assault 
(in any of the four major categories) with specific char- 
acteristics (e.g., an assault that recurred more than 20 
times or an assault that had never been revealed to 
anyone). With respect to an association between each 
of these 11 characteristics and the four major catego- 
ries of assault, some differences were found. Among 21 
childhood or adult sexual assault relationships, 81% 
(N=17) were difficult for the patient to tell anyone 
about compared to 40% (N=8) of 20 childhood or 
adult physical assault relationships (y7=7.22, df=1, 
p<0.01). These 21 sexual assault relationships were 
also more likely to have been accompanied by major 
guilt (76%, N=14) than were the 20 physical assault 
relationships (45%, N=9), but the difference was only 
a statistical trend (x*=2.54, df=1, 0.05<p<0.10); 
however, major continuing effects were ascribed tc 
more of the 20 physical assault relationships (70%, 
N=14) than to the. 21 sexual assault relationships 
(43%, N=9), although the difference was only a sta- 
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TABLE 2. Specific Characteristics of Assaults Reported by 21 Psychiatric Outpatients and 81 Previously Studied Psychiatric Inpatients (5) 





Outpatients (N=21) 


Assault Characteristic 


Occurred within 3 years before current hospitalization 
Lasted at least 2 years 

More than 20 episodes 

Involved male assailant 

Involved female assailant 

Associated with alcohol or drugs? 

Caused major guilt/shame at time? 

Never revealed to anyone 

Not revealed to previous therapists” 

Still causes major guilt/shame 

Self-reported continuing major effect on life 


“p<0.01. 


N 


7 
12 
12 
20 
10 
12 
18 
10 
15 

8 
15 


Inpatients (N=81) 


%o N Yo x? (df=1) 
33 39 48 ia 
a7 36 44 — 
57 40 49 a 
95 78 96 gh 
48 20 25 4,22° 
a7 41 SI on 
86 53 65 3.24" 
48 Ld 27 3I 
7A 40 49 3.26° 
38 16 20 3.125 
71 40 49 3.265 


bOnly a subset of major assault relationships were examined with respect to these characteristics; therefore, these percentages underestimate 
the prevalence of exposure to assault associated with these characteristics. 


£0.05<p<0.10. 


tistical trend (y7=3.06, df=1, 0.05<p<0.10). There 
was a higher prevalence of the use of drugs or alcohol 
by assailant, victim, or both during 20 adult physical 
assault experiences (82%, N=9) than during 30 other 
assault experiences in the other three categories of as- 
sault (37%, N=11) (x7=7.77, df=1, p<0.01). 

As shown in table 1, a lower percentage of outpa- 
tients than inpatients had experienced physical assault 
as an adult, but a higher percentage had histories of 
sexual assault as a child. There were no significant 
differences in either of the other two categories be- 
tween inpatients and outpatients. A higher percentage 
of women outpatients than women inpatients had his- 
tories of sexual assault as a child and a lower percent- 
age had histories of physical assault as an adult, but 
these differences were only trends; there were no sig- 
nificant differences between women outpatients and 
women inpatients in the other two categories of as- 
sault. Outpatient and inpatient prevalences for men 
could not be meaningfully compared because there 
were only five men in the outpatient sample. The in- 
patient and outpatient prevalences for most of the 11 


different characteristics of assault were quite similar 
(table 2). 


DISCUSSION 


The majority (68%) of the outpatients interviewed 
had experienced major physical or sexual assault. This 
percentage is far higher than the 22% previously re- 
ported in a chart review study (7). Chart reviews can 
miss assault histories, either because the assault was 
not discussed during routine clinical treatment or be- 
cause the assault was not recorded on the chart (8, 9). 

Each of the four assault categories had been experi- 
enced by at least one-third of the sample. The length of 
assaultive relationships reported by these patients, the 
past and sometimes current guilt and shame, and the 
perceived continuing effects on life reveal that these 
assaults were major events in the patients’ lives. How- 
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ever, the importance attributed to assaults by patients 
was sometimes surprising. One patient found her 
mother’s breaking windows more disturbing than hav- 
ing her own bone broken. Another patient who had 
experienced forced genital touching and oral-genital 
sex with her stepfather for more than 5 years noted 
very little effect on her life. The psychological impor- 
tance of assau_t needs to be understood from each pa- 
tient’s perspective, and the possibility of denial should 
be considered. 

Sexual assault relationships were described by vic- 
tims as being more difficult to reveal and more guilt- 
inducing at the time of occurrence than physical as- 
sault relationships but also as having less impact on 
their lives. This apparent paradox could be due to de- 
nial as well as to social stigma, both of which support 
the need for routine clinical inquiry about assault his- 
tory (5) and for continuing alertness to clues of unre- 
vealed assault history during outpatient treatment. 

Our sample was relatively small and limited to new 
patients. A possible bias may have been introduced by 
the elimination of 41% of the eligible patients because 
of the therapists’ failure to approach them about the 
study, although most of the reasons seemed unrelated 
to the subject of the research (forgot, did not want to 
interrupt the meeting, or were concerned about affect- 
ing the therapeutic relationship). All of the patients’ 
refusals to participate occurred before they were told 
the specific sudject of the study. The study interview 
did not inquire specifically about marital rape, which 
may be almost as prevalent among women as non- 
marital rape (10—12). In future studies, we recommend 
that spouses and lovers be specifically mentioned as 
possible assailants, to avoid underestimates of sexual 
abuse as adults. Despite these limitations, this direct 
interview study of psychiatric outpatients helps to fill a 
void in the literature on assault experiences. 

There were remarkably few differences in prevalence 
of assault or associated characteristics between this 
outpatient sample and the prior inpatient sample. Al- 
though an association between both physical and sex- 
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ual assault histories and psychiatric symptoms has 
been repeatedly reported (3), I found no evidence that 
the presumably more disturbed inpatients had a higher 
percentage of assaultive experiences than the outpa- 
tients, except for a trend'for women inpatients to have 
reported more physical assault as an adult. 

A comparison of assault prevalences between psy- 
chiatric patients and the general population is difficult 
at this time. Recently, childhood sexual assault preva- 
lences as high or higher than those reported in psychi- 
atric samples have been obtained in general population 
surveys (13, 14). These studies, however, used longer 
interviews, multiple and sometimes overlapping screen- 
ing questions, and highly trained interviewers, all fac- 
tors that may be associated with higher disclosure of 
assault history (15); therefore, the data are not truly 
comparable. Available data thus far continue to sug- 
gest that physical assault histories are more common 
among psychiatric patients than in the general popu- 
lation, although the same problem of different meth- 
odologies remains (16, 17). 
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Child Psychiatry Fellowship Training: 
A Crisis in Recruitment and Manpower 


Eugene V. Beresin, M.D., and Jonathan F. Borus, M.D. 


Eighty-three percent (104 of 126) of the accredited 
child psychiatry fellowships in the United States re- 
sponded to a survey of current manpower and training 
problems facing child psychiatry. Thirty-five percent of 
the respondents were having trouble filling their classes 
with highly qualified fellows, and 45% were having 
difficulty recruiting faculty child psychiatrists. Other 
significant problems included developing faculty inter- 
est in research, providing didactic seminars in new ar- 
eas such as developmental neurobiology and infant 
psychiatry, and funding fellow and faculty positions 
and research. The authors examine this crisis in man- 
power, recruitment, and training and suggest solutions 
on local and national levels. 

(Am J Psychiatry 1989; 146:759--763) 


here is currently a nationwide shortage of child 

psychiatrists. Although the Graduate Medical Ed- 
ucation National Advisory Committee (GMENAC) 
predicted an overall surplus of physicians by 1990, it 
forecast a 20% shortage of general psychiatrists and a 
severe (45%) undersupply of child psychiatrists by that 
year (1). The GMENAC report has been criticized as 
inaccurate on a number of grounds (2, 3), and recent 
changes in the organization of health care delivery 
have led some to argue that the shortage of general 
psychiatrists predicted by GMENAC will not occur in 
the coming decade (3). Most experts agree, however, 
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that unless major changes are made, the current un- 
dersupply of child psychiatrists will continue into the 
next century. 

In addition to concerns about quantity, there are 
also concerns about the quality of the child psychia- 
trists being produced in today’s fellowship programs. 
These concerns are bolstered by the fact that almost 
one-third of the fellowship graduates who elect to take 
the child psychiatry Board examinations do not pass 
them (4). Although there are no recent studies beyond 
the Board pass rates assessing the quality of child psy- 
chiatry graduates, there are anecdotal data from child 
training directors about the poor quality of their ap- 
plicants. Child training programs are also said to suffer 
from too few full-time faculty and an inadequate 
breadth of faculty expertise (5—7). Many programs are 
thought to not provide their trainees with fundamental 
knowledge and experience in new and exciting areas of 
the field (e.g., developmental neurobiology, genetics, 
epidemiology) (5, 7, 8). It has been suggested that the 
field thwarts its own advancement by paying inade- 
quate attention to faculty development and isolating 
itself from general psychiatry and other areas of med- 
icine (5, 7, 9). 

Most of these concerns about the quantity and qual- 
ity of child psychiatrists and child training programs 
remain opinions of the field’s leaders and have not 
been supported by systematic research. The few note- 
worthy exceptions are Enzer’s unpublished study of 
child psychiatry faculty vacancies, the trend data of the 
American Medical Association (AMA) on entry into 
child psychiatry (10, 11), and Weissman and Ba- 
shook’s follow-up study of the interest of newly 
matched psychiatry residents (12, 13). In an unpub- 
lished national survey, sponsored by the Society of 
Professors of Child Psychiatry and the American As- 
sociation of Chairman of Departments of Psychiatry, 
Enzer found that in 1987 approximately 100 full-time 
equivalent child psychiatry faculty positions at 115 
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TABLE 1. Trends In Recruitment of Child Psychiatry Fellows” 





Child Fellow 
Positions American F igen cae 
Nobert Medical Medical 
Filled Graduates Graduates 
Approved 1 —— 
Year Programs Offered N % N % N % 
1976 134 696 564 81 384 68.0 180 32.0 
1984 129 669 537 80 379 70.6 158 29.4 
1985 128 665 580 87 420 72.4 160 27.6 
1986 126 691 602 87 446 74.1 156 25.9 


“Data are from references 10 and 11. 


teaching institutions were funded but vacant. In com- 
paring 1986 and 1976 figures, the AMA trend data 
(10, 11) reveal a 6% decrease in the number of accred- 
ited child psychiatry training programs and virtually 
no change in the number of training positions offered 
(table 1). These data also indicate that over this decade 
there has been a 6% increase in the number of posi- 
tions filled and a 6.7% increase in the total number of 
child fellows in training. This discouraging upswing 
will only produce an additional 19 trained child psy- 
chiatrists a year, certainly not enough to avert the se- 
vere shortage of child psychiatrists predicted for the 
1990s. 

In one of the only empirical studies of resident entry 
into child psychiatry, Weissman and Bashook surveyed 
59% (N=579) of the beginning residents who chose to 
specialize in psychiatry in the 1982 and 1983 national 
resident match (12, 13). They found that at the begin- 
ning of general psychiatry training there was signifi- 
cant interest in pursuing child psychiatry as a career, 
with 30% (N=173) of the residents indicating a plan 
to become child psychiatrists. These prospective child 
psychiatrists were indistinguishable from their resident 
peers as they entered residency, and the expectation of 
extending their training 1—2 years did not seem to di- 
minish their interest in a child psychiatry career. How- 
ever, when Weissman and Bashook followed up 33% 
(N=189) of their original subjects during the latter’s 
PG-4 year of training, they found that the number of 
residents who had actually entered child psychiatry in 
PGY-4 or planned to do so in PGY-S had decreased 
from 30% to 18%. Among the small number of vari- 
ables they studied, only a preference for working with 
children and a lack of interest in research distinguished 
those subjects still interested in child psychiatry from 
other PGY-4 psychiatry residents. Since the number of 
residents studied in the follow-up was small, the con- 
clusions must be viewed with caution and do not pro- 
vide sufficient data to fully explain what steered these 
residents away from child psychiatry. 

In the report that follows we describe a survey of all 
accredited child psychiatry training programs in this 
country that was undertaken to provide a data-based 
nationwide picture of child psychiatry recruitment, 
training, and faculty. We then make recommendations 
for potential solutions to some of the problems in child 
psychiatry revealed by the survey. 
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THE SURVEY 


Under the auspices of the Child Psychiatry Caucus 
of the American Association of Directors of Psychiatric 
Residency Training (AADPRT), a detailed survey was 
sent to all 126 accredited child psychiatry fellowship 
programs in the United States in the fall of 1986. The 
survey was addressed to child psychiatry training di- 
rectors, and its stated intent was to assess the major 
areas of current difficulty in child psychiatry training 


. and ways that the AADPRT could help find solutions 


to these difficulties. The instructions specified that all 
responses would remain confidential and that pooled 
data would be used only in AADPRT program and 
policy reviews and published reports. 

The survey included demographic questions on each 
program’s clinical base, funding sources, location, 
number of current fellows and faculty, and relation- 
ship to a general psychiatry training program. The 
main section asked the program directors about diffi- 
culties in recruiting highly qualified fellows and at- 
tracting faculty child psychiatrists; specific problems 
related to their program’s didactic curriculum, core clin- 
ical rotations, professional development of the fellows, 
program evaluation, accreditation, and funding; difficul- 
ties in the relationship between child psychiatry and 
other medical specialties in their program; problems en- 
hancing faculty development in research, supervision, 
and teaching; and difficulties they experienced learning 
effective skills as training directors. Questions were also 
raised about the organization of child psychiatry as a 
field, particularly whether program directors felt isolated 
and needed additional national forums for collaboration, 
education, and advocacy. 


THE PROBLEMS 


Eighty-three percent (N=104) of the accredited 
child psychiatry programs responded to the survey. Of 
the fellowship positions reported offered by the re- 
sponding programs in 1986, 88% (505 of 576 posi- 
tions) were filled, a finding similar to the AMA trend 
data previously cited. The vast majority of training 
programs were based in university medical schools or 
general hospitals and were located in urban centers 
with populations greater than 250,000. Programs were 
funded largely by three sources: university/medical 
school, state government, and private nonprofit hospi- 
tals, in that order. Seventy-nine percent had separate 
general and child psychiatry training programs in the 
same institution, 16% had a single, combined general 
and child psychiatry training program, and 5% had no 
general psychiatry program in their institution but 
were affiliated with an external general training pro- 
gram. 

Recruitment of child psychiatry fellows was the 
most frequently noted problem in the survey. Fifty- 
three percent of the programs were having problems 
finding effective ways to recruit highly qualified fel- 
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lows, 35% were having troubles actually filling their 
classes with well-qualified trainees, and 68% requested 
AADPRT help with these issues. 

Faculty recruitment and development represented 
the second most frequently noted problem. A large 
number of programs (45%) indicated they were having 
trouble recruiting faculty child psychiatrists, and 59% 
wanted AADPRT assistance in addressing this prob- 
lem. Seventy-five percent of child psychiatry training 
programs had six or fewer full-time equivalent faculty 
members, close to one-third had only two to four full- 
time equivalent faculty members, and problems in fac- 
ulty development were widespread. Forty-four percent 
of programs were having problems getting their faculty 
interested in doing research, 50% reported major 
problems teaching research skills to their fellows, and 
59% requested help with this area. Another problem 
area was inadequate faculty expertise to teach a broad- 
based, didactic core curriculum to the fellows, and def- 
icits were especially noted in newer content areas. 

Funding of the training program and its fellows, fac- 
ulty, and research was the third most frequently re- 
ported problem. Thirty-seven percent of programs in- 
dicated difficulties coping with changing economic and 
reimbursement policies, and 45% specitically requested 
help in learning to write effective training grant proposals 
as potential sources of new funding. Developing a com- 
prehensive core didactic curriculum was the fourth most 
frequently noted problem. Approximately 45% of pro- 
grams reported they could not adequately teach infant 
psychiatry and developmental neurobiology, while oth- 
ers noted areas of weakness including child psychophar- 
macology and behavior therapy. Ninety-two percent of 
programs requested access to course syllabi in such areas 
from other child psychiatry training programs to 
strengthen their didactic curriculum. 


BEGINNING SOLUTIONS 


The survey data both corroborate many specula- 
tions in the literature and substantiate concern about 
the future of child psychiatry. As expected, recruitment 
of a sufficient number of qualified trainees is seen as 
the number one problem, with fewer training positions 
being offered, 12% of those offered unfilled, and over 
one-third of program directors concerned about the 
quality of the fellows now filling their positions. What 
needs to be done to interest talented young physicians 
in child psychiatry, sustain that interest through gen- 
eral psychiatry training, and provide them with the 
broad-based training necessary to produce the higher 
quantity and better quality of child psychiatrists 
needed for the coming decades? In the remainder of 
this paper we will suggest some salient approaches to 
these problems. 

The available data suggest that the first place to fo- 
cus is on the general psychiatry department and its 
training program. If the 30% of all entering general 
psychiatry residents Weissman and Bashook found 
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planning to be child psychiatrists actually went into 
the field, they would more than fill the current number 
of child psychiatry training positions and make a ma- 
jor inroad into the shortage of child psychiatrists. 
However, something must happen during the initial 
years of general psychiatry training to cause the dra- 
matic shift of interest away from child psychiatry by 
PGY-4. 

One problem may be that interest in child psychiatry 
is not sufficiently nurtured during the early years of 
residency when the resident’s psychiatric identity is be- 
ginning to develop. Most residents are not introduced 
to child psychiatry theory, patients, or faculty until 
PGY-3, and some do not work clinically with children 
until PGY-4. This late introduction to child work 
comes long after residents have been exposed to other 
exciting areas of psychiatry and have begun to bond 
with faculty mentors in these other areas. Many resi- 
dents first see child psychiatry at a point in their resi- 
dency when they are consolidating rather than expand- 
ing their professional identity. This problem is 
compounded by the fact that residents interested in 
PGY-4 child fellowships must begin the application 
process early in PGY-3, a time when they are just be- 
ginning their initial, often anxiety-provoking clinical 
exposure to children, adolescents, and families. They 
are often hesitant to make the career decision for child 
psychiatry and sign up for its extra period of training 
when they have inadequate clinical experience in the 
field. To alternatively postpone this choice and enter 
child psychiatry as a PGY-5 will add 2 more training 
years to their life, a commitment that many of today’s 
residents shouldering large financial debts from medi- 
cal school find difficult to accept. 

We believe that exposure to child psychiatrists and 
child psychiatry theory and practice early in residency 
can help sustain the initial interest of residents who 
enter psychiatry planning a child psychiatry career. 
General training directors should identify these begin- 
ning residents and provide them with specific exposure 
to and nurturance by child psychiatry faculty. Many 
programs have a training supervisory or mentoring 
program in which a resident is assigned a specific fac- 
ulty mentor to work with throughout training (14). 
Those residents with an initial interest in child psychi- 
atry should be given a child psychiatrist as their men- 
tor. In addition, a child psychiatrist should also be 
assigned as one of the supervisors of their beginning 
psychotherapeutic or psychopharmacologic work with 
inpatients or outpatients. This would not only intro- 


.duce the resident to the usefulness of a developmental 


approach to understanding nermal and pathological 
behavior in adults, but would also demonstrate that 
child psychiatrists are respected members of the gen- 
eral psychiatry department, with the implication that 
they also will be respected and still be part of psychi- 
atry if they leave the residency to begin child psychia- 
try training. 

A related second focus area is to provide all general 
psychiatry residents with early exposure to child psy- 


761 


CHILD PSYCHIATRY FELLOWSHIP TRAINING 


chiatry theory and practice. It is easily argued that all 
general psychiatry residents would benefit from the de- 
velopmental perspective which child psychiatrists can 
provide in understanding and helping change adult pa- 
tients’ pathological behaviors. Early clinical exposure 
to children would also help general psychiatry resi- 
dents become aware of their patients’ nonverbal be- 
haviors and fantasies, areas more easily explored with 
children but relevant to understanding adults. In a 
truly general psychiatry training program, it makes 
pedagogical sense to initiate child and adolescent work 
near the beginning of training. The initial introduction 
of child psychiatry’s anxiety-provoking learning de- 
mands to PGY-3 or PGY-4 residents centered on pro- 
fessional consolidation, autonomy, and separation may 
be counterproductive. Providing all general psychiatry 
residents with early exposure to child psychiatry would 
also help stimulate interest in child training for residents 
who had not initially had it in mind and would thereby 
increase the number going on to child fellowship. 

We recognize that these suggestions present a di- 
lemma for an already thinly stretched child psychiatry 
faculty now asked to devote a substantial amount of 
time and effort to general psychiatry residents. How- 
ever, we strongly believe that without this input of 
child psychiatry faculty energy early in general psychi- 
atry training, there will not be quality child psychiatry 
fellows to train. We emphasize this solution because 
we are impressed that if initial interest in child psychi- 
atry could be better supported and sustained through 
general psychiatry training, and if additional residents 
became interested in child psychiatry through early ex- 
posure to it, the field’s “manpower crisis” would 
greatly diminish in size and urgency. 

Some authors have suggested that child psychiatry 
resources would be well used in identifying medical 
students interested in the field and stimulating their 
interest through exciting curricula and well-supervised 
clinical electives with children, adolescents, and fami- 
lies, by getting them involved with research in the field, 
and increasing the visible role of child psychiatrists in 
administrative positions in medical schools (2, 15). 
Other tacks include the significant presence of child 
psychiatrists as teachers and role models to pediatric 
house officers, whose initial specialty choice clearly 
demonstrates interest in children and who might wish 
to take child psychiatry training instead of, or after 
completing, full pediatric training. Although these are 


clearly important “‘tertile fields” for potential recruits. 


to child psychiatry, the shortage of child psychiatry 
faculty in many programs makes such a broad-ranging 
effort impossible and, as stated earlier, we believe these 
efforts should clearly be secondary to a major empha- 
sis on working with general psychiatry residents. 

The success of these suggestions hinges to a great 
extent on the relationship between the department or 
division of child psychiatry and the general psychiatry 
department. It is easier to demonstrate to adult psy- 
chiatry residents, pediatric residents, and medical stu- 
dents that child psychiatry is a respected part of the 
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field when it is neither isolated nor belittled by the 
members of the general psychiatry department; when 
the chairpersons of psychiatry and child psychiatry 
work well together; and when the general and child 
training directors collaborate and share resources. In 
particular, the leaders of the general psychiatry depart- 
ment must give sufficient priority to child psychiatry 
training and regard it as worthy of energy, funding, 
and resources. Child psychiatry in many departments 
is viewed as just another subspecialization area clam- 
oring for its piece of the departmental training pie. 
Some general training directors minimize the need for 
child training in general residency and view child psy- 
chiatry training primarily as a force that takes valuable 
senior residents away from their programs. 

For its part, child psychiatry has to decrease its long- 
standing isolation from general psychiatry and the 
larger field of medicine. Child psychiatry must give up 
its tradition of training in separate community-based 
child guidance clinics and increase its collaborations 
with general psychiatry, pediatrics, and other depart- 
ments in the academic medical center (9). Since 97 of 
the 104 programs in our survey were located in the 
same institution as a general psychiatry training pro- 
gram, collaboration through joint participation in clin- 
ical services, supervision, teaching, and research 
should be logistically feasible. This would help child 
psychiatry faculty feel more a part of academia, bring 
child psychiatry clinicians in closer contact with gen- 
eral residents, and open up opportunities for collabo- 
ration between child psychiatry faculty and others in 
the medical center. In many settings child psychiatry 
will have to take the first steps to prove its availability, 
interest, and usefulness to the general psychiatry de- 
partment and others in the medical center, but this 
effort will provide child psychiatry with the access and 
credibility it needs to increase its recruitment and gain 
the vital support of the chair of general psychiatry. 

All of these suggestions are dependent on the estab- 
lishment and maintenance of sufficient numbers of 
high-quality faculty child psychiatrists to serve as role 
models and provide the teaching, clinical supervision, 
and research necessary for general residency and child 
fellowship training. Consistent with Enzer’s findings, 
our survey revealed significant current problems in fac- 
ulty recruitment and development. A problem with the 
data in our study is that shortages and faculty vacan- 
cies were expressed in terms of full-time equivalent 
faculty members. It is not clear how much time any 
faculty member actually spends in a program; i.e., four 
full-time equivalent faculty members could mean that 
there are a total of four faculty members in the depart- 
ment, a situation in which it is unlikely that the full 
range of academic child and adolescent psychiatry is 
represented, or it could represent the part-time efforts 
of many faculty members who together possess the 
expertise to teach and demonstrate a broad range of 
diverse subspecialty areas. In addition, we did not ex- 
plore specifically how many of the faculty were non- 
psychiatrist mental health professionals (e.g., psychol- 
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ogists, social workers) or what areas of expertise were 
represented in each department’s child psychiatry fac- 
ulty. Further investigation of these measures of the ad- 
equacy of child psychiatry faculty is clearly needed. 

How can the development of child psychiatry fac- 
ulty be fostered? To become respected members of the 
general psychiatry department and the academic med- 
ical center, child psychiatry faculty must become more 
“academic” and involved in research about their field 
(6—8). In this regard, Weissman and Bashook’s finding 
that there seemed to be little interest in research among 
PGY-4 residents planning careers in child psychiatry is 
ominous. Departments of psychiatry must increase the 
priority of and supports and incentives for child psy- 
chiatrists to learn to undertake productive research. 
For departments with a critical mass ot researchers on 
their child psychiatry faculty, an introduction to child 
psychiatry research should begin during fellowship 
training, with required research seminars and oppor- 
tunities to collaborate with faculty on research 
projects. Departments lacking child psychiatry re- 
searchers should initiate collaborations with general 
psychiatry investigators, adding child and adolescent 
components to existing projects. For example, in our 
department, longitudinal investigations of the psycho- 
biology of depression in adults have been broadened to 
include developmental studies of the children of de- 
pressed parents and risk factors in families of de- 
pressed adults, fertile areas for the research participa- 
tion of child psychiatry faculty and fellows. Similar 
collaborative opportunities exist with established pe- 
diatric investigators interested in exploring the multi- 
ple psychosocial aspects of childhood development 
and disease. Post-fellowship research training tracks in 
child psychiatry should be developed on a regional ba- 
sis to perpetuate interest in child research; adequate 
funding for such post-fellowship research training is 
crucial, as lengthily trained child psychiatrists at some 
point need to be able to make a living and pay off debts 
incurred in their education. 

The latter suggests that changes at the local level must 
be paralleled by greater support for child psychiatry at 
the national level. As important as National Institute of 
Mental Health (NIMH) faculty scholar awards in child 
psychiatry and the NIMH priority on children and youth 
for research and training funds in recent years have been, 
they are inadequate in scope and size to deal with the 
multiple needs of child psychiatry. Our survey found that 
the federal and for-profit sectors provide less than 20% 
of child psychiatry fellowship support. Collaboration 
among national organizations interested in improving 
child psychiatry manpower, clinical services, training, 
and research is essential in lobbying regional and na- 
tional legislative bodies for increased financial support 
for child psychiatry. Such consortia should also work to 
stimulate greater involvement by the growing for-profit 
care sector in helping to pay for the training of the future 
child psychiatrists who will staff their delivery systems 
and for research that will define more effective treatment 
modes from which they will profit. 


Am ] Psychiatry 146:6, June 1989 


’ EUGENE V. BERESIN AND JONATHAN F; BORUS 


Such nationwide collaboration in child psychiatry 
has begun. A National Recruitment Conference in 
Child Psychiatry, under the consortial sponsorship of 
the American Academy of Child and Adolescent Psy- 
chiatry, the American Association of Chairman of the 
Departments of Psychiatry, the APA, the Society of 
Professors of Child Psychiatry, the Association for Ac- 
ademic Psychiatry, and the AADPRT, was held in Jan- 
uary 1989 to define priorities and a plan to improve 
child psychiatry recruitment and manpower. For the 
last 2 years a national child psychiatry training con- 
sortium has met annually to coordinate training activ- 
ities and initiatives. At its 1988 annual meeting the 
American Academy of Child and Adolescent Psychia- 
try devoted a full day symposium to address issues of 
training general psychiatry residents and child fellows, 
and its training committee is working with the 
AADPRT and the Association for Academic Psychiatry 
to produce a library of core curricula in several areas 
of child psychiatry for use by fellowship training pro- 
grams nationwide. These trends are encouraging, as 
only with greater collaboration at the local and na- 
tional levels will child psychiatry gain the power to — 
plan, lobby, and proactively strive to increase its sup- 
port and the likelihood of its survival. 


REFERENCES 


1. Graduate Medical Education National Advisory Committee: 
Report to the Secretary, vols 1~7: Publication HRA 81-651- 
657, Washington, DC, US DHHS, 1980 

2. Pardes H, Pincus HA: Report of the Graduate Medical Educa- 
tion National Survey Advisory Committee and health man- 
power development: implications for psychiatry. Arch Gen Psy- 
chiatry 1983; 40:97—102 

3. Yager J, Borus JF: Are we training too many psychiatrists? Am 
J Psychiatry 1987; 144:1042-1048 

4. Robinowitz CB: 1985 annual report of the American Board of 
Psychiatry and Neurology, Inc. Am J Psychiatry 1986; 143: 
1358-1360 

5. Philips 1, Cohen RL, Enzer NB: Child Psychiatry: A Plan for the 
Coming Decades. Washington, DC, American Academy of 
Child Psychiatry, 1983 

6. Rutter M: “Project future”: the way forward for child psychi- 
atry? J Am Acad Child Psychiatry 1984; 23:577-581 

7. Guze SB: Child psychiatry: taking stock. Compr Psychiatry 
1983; 24:1—5 

8. Rutter M: Child psychiatry: looking 30 years ahead. J Child 
Psychol Psychiatry 1986; 27:803-840 

9. Earls F: The future of child psychiatry as a medical discipline. 
Am J Psychiatry 1982; 139:1158—1161 

10. American Medical Association: Directory of Accredited Resi- 
dencies, 1977—1978. Chicago, AMA, 1977 

11. American Medical Association: 1987-1988 Directory of Grad- 
uate Medical Education Programs. Chicago, AMA, 1987 

12. Weissman SH, Bashook PG: Manpower and recruitment, in 
Basic Handbook of Training in Child and Adolescent Psychia- 
try. Edited by Cohen RC, Duncan MK. Springfield, Ill, Charles 
C Thomas, 1947 

13. Weissman SH, Bashook PG: A view of the prospective child 
psychiatrist. Am J Psychiatry 1986; 143:722~—727 

14. Borus JF, Groves JE: Training supervision as a separate faculty 
role, Am J Psychiatry 1982; 139:1339-1342 

15. Silver LB: The crisis in child psychiatry recruitment in the 
United States—circa 1980. ] Am Acad Child Psychiatry 1980; 
19:711-719 


763 


Brief Communications 





Clinical Predictors of Recurrence in Depression 


Donna E. Giles, Ph.D., Robin B. Jarrett, Ph.D., Melanie M. Biggs, M.A., 
David S. Guzick, M.D., Ph.D., and A. John Rush, M.D. 


In a longitudinal study of 30 successfully treated 
unipolar depressed patients, the authors evaluated 
number of depressive episodes, early onset of depres- 
sion, and lifetime prevalence of affective disorders 
other than major depression as risk factors for recur- 
rence. Early onset of depression (before age 20) and a 
history of affective disorders other than major depres- 
sion were each significantly associated with recurrence. 
Number of episodes was not as powerful in predicting 
recurrence as either early onset or lifetime prevalence 
of other affective disorders. 

(Am J Psychiatry 1989; 146:764—767) 


he episodic course of depression is well recog- 

nized clinically and has been documented in many 
studies (1—5). Factors reported to influence recurrence 
have included history of depressive episodes (6, 7), age 
at onset (8), clinical features (9, 10), treatment type 
(11-15), and latency before the first REM sleep period 
(16). Because several factors are associated with the 
course of depression, a multifactorial model in the sys- 
tematic longitudinal assessment of biological, psycho- 
logical, and clinical functioning of depressed patients 
during, after, and before episodes of depression 
seemed warranted. 
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We have evaluated at monthly intervals after suc- 
cessful treatment a group of patients with unipolar 
depression. Monthly documentation of clinical, bio- 
logical, and psychological functioning provides refined 
assessment of factors associated with recurrence and of 
subsyndromal disturbances in these patients. Previ- 
ously, we (16) found that short REM latency before 
treatment was associated with a high likelihood of re- 
currence and with a short time to recurrence. We have 
followed an expanded sample of patients for up to 3 
years. Results of several studies (1, 3, 5) have indicated 
that a history of depressive episodes is the best predic- 
tor of recurrence. In this report, we present prelimi- 
nary findings regarding early onset of depression, life- 
time prevalence of affective disorders other than major 
depression, and history of depressive episodes as risk 
factors for recurrence. 


METHOD 


Successfully treated patients who met Research Di- 
agnostic Criteria (RDC) (17) for major depressive 
disorder, unipolar type, before treatment were evalu- 
ated at monthly intervals after treatment. Criteria for 
successful treatment included 1) absence of DSM-III 
axis I or RDC disorders, 2) Hamilton Rating Scale for 
Depression (18) scores of 10 or lower, and 3) persist- 
ent remission for at least 8 weeks. All patients were 
studied at the Affective Disorders Unit, University of © 
Texas Southwestern Medical Center, Dallas. Informed 
consent was obtained before treatment was initiated, 
after the evaluation and treatment procedures had 
been explained. 

Detailed information regarding family history of 
psychiatric illness, age at onset of major depression, 
number of depressive episodes, presence or absence of 
concurrent and previous affective disorders other than 
major depression, and history of nonaffective disorders 
were gathered by using the Schedule for Affective Dis- 
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orders and Schizophrenia—Lifetime Version (19) and 
clinical interviews. Patients with current substance 
abuse, organic affective disorder, psychotic depression, 
recent suicide attempts, and major medical illnesses 
were excluded. 

Of the 30 unipolar patients eligible for this study, 18 
were women and 12 were men. Virtually all (93.3%) 
had primary depression. Their mean+SD age was 41.7 
+11.7 years (range, 24-64 years). Their mean+SD 
Hamilton depression scale score was 19.2+5.2. Most 
patients (24 of 30 or 80%) had had onset of depression 
before age 40, and six (20%) had had onset of depres- 
sion before age 20. Twenty-three patients (76.7%) had 
had at least two episodes of depression, and 14 
(46.7%) had had three or more episodes. Two-thirds 
(N=20) had at least one family member with depres- 
sion, Nine patients (30%) reported having had another 
affective disorder in addition to major depressive dis- 
order: seven (23.3%) reported a history of intermittent 
depressive disorder, and two (6.7%) reported a history 
compatible with labile personality. 

Twenty-nine of the 30 patients received either tricy- 
clic antidepressant medication for 6+1 months (N= 
20) or cognitive therapy (20) for 4 months (N=9). One 
patient, who had had five episodes of depression, re- 
ceived no formal treatment but recovered spontane- 
ously during assessment. Medication-treated patients 
were monitored weekly for 6-8 weeks and monthly 
thereafter. All the drug-treated patients had blood 
drawn to determine plasma antidepressant levels at 
each visit and were within therapeutic range through- 
out treatment. By protocol, the patients who received 
cognitive therapy were seen for 20 sessions: twice a 
week for the first 6 weeks and on a more flexible sched- 
ule thereafter. All therapists were experienced and spe- 
cifically trained in cognitive therapy. None of the pa- 
tients received pharmacotherapy or psychotherapy in 
the posttreatment assessment period. 


RESULTS 


The 30 successfully treated patients were evaluated 
at monthly intervals for up to 36 months. During this 
follow-up period, 17 (56.7%) developed another epi- 
sode of depression. Life table analysis (21) was used to 
accommodate varying follow-up intervals and the fact 
that risk of recurrence is not constant for all patients at 
all assessment points (22). A Lee-Desu (23) chi-square 
procedure was used to compare life table curves. 

Life table analyses were done comparing 1) patients 
with one or two depressive episodes to those with three 
or more episodes (y*=1.70, df=1, p=0.19), 2) pa- 
tients with one episode to those with three or more 
episodes (y7=0.20, df=1, p=0.66), and 3) patients 
with one episode to those with four or more episodes 
(x?=0.22, df=1, p=0.64). None of these comparisons 
was associated with differences in recurrence rates. 

The life table curves comparing patients with early 
onset of depression (before age 20) to those with later 
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FIGURE 1. Life Tatle Analysis (21) of Recurrence of Depression in 
Six Patients With Early Onset (Before Age 20) and 24 With Later 
Onset (Age 20 or A*ter)* 
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“Significantly greater likelihood of recurrence in patients with early 
onset (y2=9.46, df=1, p=0.002). 


FIGURE 2. Life Table Analysis (21) of Recurrence of Depression in 
Nine Patients With and 21 Without a History of Affective Disorder 
Other Than Major Depression” 
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“Significantly greater likelihood of recurrence in patients with a his- 
tory of another affective disorder (x?=5.77, df=1, p=0.02). 


onset (age 20 or after) indicated that early onset was 
associated with a significantly greater likelihood of re- 
currence (figure 1). To determine whether factors other 
than early onset influenced recurrence rates, we com- 
pared these two groups on variables associated with 
recurrence. Age at evaluation ‘t=1.55, df=28, p= 
0.13), severity of depression (t=0.59, df=28, p=0.56), 
number of episcdes of depression (Welch’s t=2.22, 
df=4.5, p=0.08), history of intermittent depressive 
disorder and labile personality (x*=0.49, df=1, p= 
0.49), history of nonaffective disorders (y7=0.23, df= 
1, p=0.63), and family history of depression (y7=0.23, 
df=1, p=0.63) were comparable for both groups. 

Life table curves for the nine patients with a history 
of affective disorder other than major depression (in- 
termittent depressive disorder, N=7; labile personal- 
ity, N=2) and the 21 patients without such a history 
indicated that those with a history of another affective 
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disorder were at significantly higher risk for recurrence 
(figure 2). These groups did not differ with respect to 
age at evaluation (t=0.10, df=28, p=0.92), number of 
depressive episodes (t=0.13, df=26, p=0.90), age 


when first depressed (t=0.66, df=28, p=0.52), history 


of nonaffective disorders (y*=0.00, df=1, p=1.0), and 
family history of depression (x*=0.18, df=1, p=0.67). 
Patients with a history of other affective disorders had 
lower Hamilton depression scale scores at initial eval- 
uation than those without such a history (16.3+2.2 
and 20.4+5.6, respectively; Welch’s t=2.87, df=27.9, 
p=0.01). 


DISCUSSION 


Although the number of patients in this study is rel- 
atively small, these data can provide meaningful, albeit 
cautious, evaluation of factors influencing recurrence. 
Our patients were homogeneous with regard to several 
factors that influence recurrence of depression (24). 
None of our patients had chronic medical disorders, 
serious suicide attempts, or psychotic depression. Most 
had a family history of depression. 

Contrary to research in this area (1, 5) and to clin- 
ical experience in general, number of depressive epi- 
sodes was not predictive of recurrence. This finding 
may be due to the fact that most of our patients had 
recurrent depression or to the follow-up period of 36 
months, a relatively short period in the natural course 
of depression. However, early onset of depression and 
lifetime prevalence of other affective disorders super- 
seded history of depressive episodes as factors influ- 
encing recurrence. These factors may independently 
contribute to number of lifetime episodes, a possibility 
that has not been directly assessed. Early onset of de- 
pression (before age 20) has been associated with a 
high risk for depression among family members (25, 
26) but to our knowledge has not been empirically 
associated with a high likelihood of recurrence. The 
association between a history of affective disorders 
other than major depression and a high likelihood of 
recurrence cannot be explained by persistent symp- 
toms after treatment since patients were in complete 
remission at the time that follow-up began. Previous 
research (27) found that concurrent affective illnesses 
(major depression and dysthymic disorder) have been 
associated with recurrence. Although we evaluated 
lifetime prevalence of other affective disorders rather 
than concurrent affective disorders, we still found that 
patients with a complex history of affective disorder 
had a greater risk of recurrence than those without 
such a history. 

Our sample size prohibits meaningful evaluation of 
the interactive or additive effects of early onset of de- 
pression and a history of chronic subsyndromal affec- 
tive disorders. To the extent that we controlled statis- 
tically for confounding factors, we suggest that these 
factors are operating independently. The preeminence 
of early onset of depression and lifetime prevalence of 
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other affective disorders as influences on recurrence is 
intriguing and could tentatively suggest that number of 
depressive episodes per se is a function of a biologically 
or psychologically compromised substrate associated 
with the effects of developing the illness in the forma- 
tive years and/or with chronic, although not unrelent- 
ing, subsyndromal affective disturbance. 

Our patients were at a high risk for depression by 
virtue of their positive family history. Developmental 
or maturational processes may be further impaired by 
early or sustained affective disturbance, such that the 
basis for maintaining health has been weakened or the 
threshold for developing depression has been lowered. 
Investigation of a larger independent sample of longi- 
tudinally studied depressed patients could provide a 
hypothesis-testing mechanism to evaluate more fully 
the validity of these risk factors and their potential 
interaction. 
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Treatment of Body-Dysmorphic Disorder 
With Serotonin Reuptake Blockers 


Eric Hollander, M.D., Michael R. Liebowitz, M.D., Ronald Winchel, M.D., 
Almuth Klumker, M.D., and Donald F. Klein, M.D. 


The authors describe five patients with body- 
dysmorphic disorder who responded preferentially to 
serotonin reuptake blockers. They review the litera- 
ture, describe how patients with excessive concern 
about body abnormalities lie along a spectrum of 
doubt and certainty, and discuss similarities and dif- 
ferences between this disorder and obsessive-compul- 
sive disorder. 

(Am J Psychiatry 1989; 146:768-770) 


he essential feature of body-dysmorphic disorder, 
a new diagnosis classified as a somatoform disor- 
der in DSM-III-R, is preoccupation with some imag- 
ined defect in appearance in a normal-appearing per- 
son. Common complaints involve facial flaws. Even 
slight physical anomalies produce excessive concern. 
The belief in the defect is not of delusional intensity, as 
in delusional disorder, somatic subtype, and it does not 
occur exclusively during the course of anorexia ner- 
vosa or transsexualism. Body-dysmorphic disorder 
had been called dysmorphophobia and classified in 
DSM-III as an atypical somatoform disorder. It has 
also been called monosymptomatic hypochondriasis. 
The difference between body-dysmorphic disorder 
and delusional disorder, somatic subtype, depends on 
whether the thoughts of a defect in appearance repre- 
sent an overvalued idea (with uncertainty} as in dys- 
morphophobia (1) or reach delusional intensity (with 
certainty) as in monosymptomatic hypochondriacal 
psychosis (2). However, some feel that dysmorpho- 
phobia and monosymptomatic hypochondriasis are 
two different disorders (3, DSM-III-R), and some sug- 
gest that they are two variants of the same disorder (4). 
We present five cases of body-dysmorphic disorder, 
describe the patients’ symptoms and treatment re- 


Received March 31, 1988; revision received Aug. 1, 1988; ac- 
cepted Dec. 15, 1988. From the Department of Psychiatry, Colum- 
bia University College of Physicians and Surgeons, New York, and 
the New York State Psychiatric Institute. Address reprint requests to 
Dr. Hollander, New York State Psychiatric Institute, 722 West 
168th St., New York, NY 10032. 

Supported in part by NIMH Research Scientist Development 
Award MH-00750 (Dr. Hollander). 

Copyright © 1989 American Psychiatric Association. 


768 


sponse to serotonin reuptake blockers, and discuss the 
similarities and differences between this disorder and 
obsessive-compulsive disorder. 


CASE REPORTS 


Case 1. Ms. A, a 25-year-old white woman, came for 
treatment shortly after getting married and graduating from 
law school. She believed that vascular markings on her nose 
made her unattractive and was fearful that they would ex- 
pand to cover her face, causing her husband to leave her. She 
used make-up to cover the imagined defect, avoided mirrors, 
and made multiple visits to dermatologists and plastic sur- 
geons. She exhibited no vegetative symptoms of major de- 
pression, but she was demoralized. After treatment with 
imipramine (150 mg/day), her outlook improved and she 
became less preoccupied with thoughts of her vascular mark- 
ings. However, after looking in the mirror on one occasion 
while not wearing make-up, she deteriorated and her over- 
valued belief developed into delusional certainty about the 
vascular markings. The addition of pimozide (2 mg/day) was 
effective for 2 months in altering this delusional certainty to 
an uncertainty. Nevertheless, overvalued concern about her 
face persisted, and she developed new obsessional fears 
about possible damage to future babies as a result of the 
medication, After an increase in imipramine to 300 mg/day 
failed to result in additional improvement, Ms. A agreed to a 
trial of fluoxetine, a selective serotonin (5-HT) reuptake in- 
hibitor reported effective in the treatment of obsessive-com- 
pulsive disorder (5). Pimozide and imipramine were discon- 
tinued, and 6 weeks after receiving fluoxetine, 80 mg/day, 
Ms. A reported a dramatic improvement in her overvalued 
concern about facial defects. She was able to resume social- 
izing, made plans to resume her career, and overcame her 
avoidance of agents that could potentially harm her skin, 
such as sun and wind. She has continued fluoxetine therapy 
for 5 months, and her condition continues to improve. She 
has a clear family history of obsessive-compulsive disorder; 
her sister has classic obsessions and compulsions regarding 
contamination and fears exposure of radiation to her family. 
Her father, a successful businessman, has subclinical symp- 
toms of obsessive-compulsive disorder, such as the need for 
symmetry and overconcern about the health of his children, 
but his symptoms are ego syntonic and do not interfere with 
his functioning. 


Case 2. Mr. B, a 20-year-old single white man with a 


history of two previous psychiatric hospitalizations for “de- 
lusional depressions,” developed the delusional belief during 
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these episodes that his face looked pale and his cheekbones 
were misshapen. He was treated with two series of ECT and 
various neuroleptics and antidepressants but experienced 
only partial response. After treatment with imipramine (300 
mg/day), lithium (900 mg/day), and thioridazine (100 mg/ 
day), he continued to have this delusional belief and believed 
that other young people would not want to associate with 
him because of his appearance. After discontinuing imipra- 
mine, a 5-week trial of 300 mg/day of clomipramine, a po- 
tent 5-HT reuptake blocker, effective in obsessive-compul- 
sive disorder (6, 7), was instituted. Mr. B stopped believing 
that his facial appearance was abnormal, and his social func- 
tioning improved. Even though this improvement continued 
during 4 months of follow-up treatment with clomipramine, 
he still has depressive episodes. Mr. B’s mcther has a history 
of bipolar affective disorder and paranoid disorder. 


Case 3. Mr. C, a 56-year-old married white man, has a 
history of recurrent unipolar depression that began at age 20. 
After a stressful incident at school at age 16, he began to 
worry that his nose was misshapen. His worry diminished 
after he had four separate rhinoplasty operations, but over 
the next several years, he became concerned about his thin- 
ning hair. From age 20 to age 50, his concerns about cos- 
metic deformity focused on different parts of his body at 
different times, including hairline, waist, and shoulders, and 
occurred either independently or concomitantly with epi- 
sodes of major depression. Treatments included ECT, insulin 
coma therapy, psychotherapy, neuroleptics, tricyclics, and 
monoamine oxidase inhibitors (MAOIs), and he experienced 
partial remissions. At age 50 he became overwhelmed with 
the fear that his shoulders were severely sloped and appeared 
cachectic. He began lifting weights, performing innumerable 
push-ups, and constantly checking his appearance in the 
mirror. Treatment with two courses of ECT and follow-up 
treatment with lithium, alprazolam, and trazodone failed to 
improve his condition. At age 55, clomipramine was substi- 
tuted for trazodone. Two weeks after receiving 100 mg/day 
of clomipramine, he had a remarkable remission from all 
symptoms of body-dysmorphic disorder and depression. He 
became increasingly social at work and home and admitted 
that his previous worries about his shoulders were un- 
founded. This improvement persisted for 8 months of fol- 
low-up treatment with clomipramine. There is a strong his- 
tory of affective disorder in Mr. B’s family. 


Case 4. Ms. D, a 38-year-old married white woman, be- 
lieved that her hair did not look right because it was not 
symmetric. She would spend up to 8 hours a day cutting each 
hair so that her hair was symmetric and “‘just so.” Her feel- 
ings of uncertainty about her hair were followed by consid- 
erable anxiety, which resulted in her stopping whatever she 
was doing to pull out a mirror and start cutzing her hair, This 
behavior had been present for 8 years, resulting in consider- 
able marital and job stress, a feeling of demoralization, and 
very short hair. Ms. D began a double-blind trial of clomi- 
pramine. After 12 weeks of placebo treatment, her obses- 
sional concern about her hair or her levels of anxiety and 
depression did not diminish. She was then treated openly 
with 200 mg/day of clomipramine; 6 weeks later and during 
4 months of follow-up treatment with clomipramine, her 
overconcern about her hair abated and her levels of anxiety 
and depression lessened. 


Case 5. Mr. E, a 24-year-old single white man, had a 
history of impulsive behavior, outbursts of anger, fear of 
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rejection, and separation anxiety as a child and received a 
provisional diagnosis of minimal brain dysfunction. As an 
adolescent he had two long-term hospitalizations, was 
treated with neuroleptics, and received diagnoses of border- 
line personality disorder, Tourette’s syndrome, obsessive- 
compulsive disorder, and marijuana abuse. He had depres- 
sive episodes and panic attacks that were treated successfully 
with amitriptyline (100 mg/day) but resulted in impotence, 
which made him fearful of becoming homosexual. At age 20, 
while living with a girlfriend, he began to obsess and rumi- 
nate about his nose and penis. He believed that his penis was 
small and ugly. At age 21 he was treated with clomipramine, 
60 mg/day, which relieved the obsessive thoughts about his 
penis. For the next 3 years, these thoughts ceased while he 
was taking clomipramine but returned when he intermit- 
tently discontinued the clomipramine. When smoking mari- 
juana but not taking clomipramine, his overvalued thoughts 
of having a small penis would become delusional. At age 24, 
he was switched to fluoxetine, which was also effective; how- 
ever, the fluoxetine was discontinued after he developed a 
skin rash, and his obsessive thoughts about this bodily ab- 
normality returned. He was then switched back to clomi- 
pramine, 60 mg/day, and the body-dysmorphic symptoms 
again improved. Mr. E’s mother suffers from obsessive-com- 
pulsive disorder. 


DISCUSSION 


All five patients had circumscribed thoughts about 
bodily defects that were out of proportion to any real 
abnormality. The body-dysmorphic symptoms, previ- 
ously refractory to a variety of somatic treatments, 
substantially improved in each patient after treatment 
with serotonin reuptake blockers. One patient im- 
proved after treatment with two different serotonin 
reuptake blockers. 

Previous case reports have documented some im- 
provement in monosymptomatic hypochondriasis and 
dysmorphophebia after tricyclic antidepressant (8) 
and MAOI (9) treatment and in monosymptomatic hy- 
pochondriacal psychosis after pimozide (2). This is the 
first report to our knowledge of preferential response 
to agents that manifest potent serotonin reuptake 
blockade. 

Four of the five patients had failed to respond to 
previous vigorous therapeutic trials with agents that 
have some serotonergic action, such as tertiary amine 
tricyclics, trazcdone, and lithium. Nevertheless, all re- 
sponded to the potent serotonin reuptake blockers flu- 
oxetine and/or clomipramine, suggesting a potent 5- 
HT effect or a differential mechanism of action of these 
agents. We have reported (10) that agents selective for 
specific serotonin receptors may have different behav- 
ioral effects than nonspecific serotonergic agents. The 
fact that clomipramine and fluoxetine have selective 
antiobsessional effects in obsessive-compulsive disor- 
der (5—7) raises the possibility of a common patho- 
genesis between body-dysmorphic and obsessive-com- 
pulsive disorders but does not exclude a possible 
antidepressant effect of these agents or a relationship 
between affective illness and body-dysmorphic disorder. 
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BODY-DYSMORPHIC DISORDER 


DSM-III-R defines obsessive-compulsive disorder as 
the presence of either obsessions or compulsions that 
cause marked distress, are time consuming, or signifi- 
cantly interfere with functioning. Obsessions are de- 
fined as “persistent ideas, thoughts, impulses, or im- 
ages that are experienced, at least initially, as intrusive 
and senseless.” Although this definition could include 
patients with body-dysmorphic disorder, several of our 
body-dysmorphic patients experienced their overval- 
ued beliefs as ego syntonic rather than ego dystonic, 
and obsessive-compulsive disorder is typically but not 
always characterized by ego-dystonic obsessions. 

A review and phenomenological analysis of obses- 
sive-compulsive disorder (11) suggest that delusions 
can arise in the course of this illness. These delusions 
do not signify a schizophrenic diagnosis but represent 
generally transient, reactive affective or paranoid psy- 
choses. The authors argue that obsessive-compulsive 
disorder represents a psychopathological spectrum 
along a continuum of insight and that patients at the 
extreme end have an obsessive-compulsive psychosis. 
We offer the same argument for body-dysmorphic dis- 
order; i.e., patients at the extreme end (certainty), cur- 
rently classified as having delusional disorder, somatic 
subtype, or as hypochondriacal psychosis, have body- 
dysmorphic psychosis. Phenomenologically, there may 
be a spectrum, but additional biological mechanisms 
may occur when patients reach the delusional end and 
concerns become fixed beliefs, which may explain the 
partial efficacy in case 1 of pimozide, a dopamine re- 
ceptor blocker, in changing certainty to uncertainty. 

First-degree relatives of patients with obsessive-com- 
pulsive disorder have been reported to have a higher 
than normal rate of obsessional traits (12). Two of our 
five patients had a family history of obsessive-compul- 
sive disorder, but two also had a family history of 
affective disorder; thus, a genetic association in obses- 
sive-compulsive disorder is not clear cut. 

Patients with obsessive-compulsive disorder are felt 
to manifest abnormality of central serotonergic func- 
tion on the basis of pharmacological response (6, 7) 
and cerebrospinal fluid (13) and peripheral platelet 
(14) findings. Furthermore, administration of oral m- 
chlorophenylpiperazine, a selective 5-HT agonist, has 
been shown to exacerbate obsessive-compulsive symp- 
toms transiently (10, 15). If body-dysmorphic disorder 
patients respond preferentially to serotonin reuptake 
inhibitors, their response is consistent with possible 
serotonergic dysregulation. Mr. E manifested exacer- 
bation of body-dysmorphic symptoms of delusional in- 
tensity while smoking marijuana, which has central 
5-HT effects; however, this was not a selective 5-HT- 
provocative test, since marijuana affects several other 
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neurotransmitter systems, including acetylcholine. A 
case report (16) of a woman who developed body- 
dysmorphic disorder after chronic abuse of cyprohep- 
tadine, a serotonin antagonist, makes a serotonergic 
etiology intriguing. 

Our findings suggest that agents with potent sero- 
tonin reuptake blockade, such as clomipramine and 
fluoxetine, may be the treatment of choice in body- 
dysmorphic disorder. Possible overlap of body-dysmor- 
phic and obsessive-compulsive disorders remains un- 
resolved and should be addressed in future studies. 
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Experiences of a Paraplegic Psychiatry Resident 
on an Inpatient Psychiatric Unit 


Beryl B. Lawn, M.D. 


The author reviews the literature on disabled physi- 
cians and describes her own adjustment to paraplegia. 
While she was a medical student and practicing inter- 
nist, she encountered few comments about her disabil- 
ity, but during her later psychiatry residency, hospital- 
ized psychiatric patients discussed it frequently. The 
author presents examples and points out that patients’ 
reactions often revealed much about their characteris- 
tic response patterns; reactions to her disability be- 
came a type of projective test. Her primary defenses 
against patients’ remarks were intellectualization and 
isolation of affect. Supervisors who were able to dis- 
cuss the impact of her disability on the doctor-patient 
relationship were considered most helpful. 

(Am J Psychiatry 1989; 146:771-—774) 


Ithough it is estimated that there are between 

18,000 and 80,000 physically disabled physicians 
in practice in the United States (1), the literature con- 
tains little about this population and almost nothing 
about the impact of their disability on their relation- 
ships with patients. Two of the best recent review ar- 
ticles on the subject (2, 3) have discussed in depth 
the demographic characteristics of disabled physicians. 
Of the 226 disabled physicians and 33 medical stu- 
dents surveyed by Wainapel (3), 133 had neurologic 
problems (spinal cord injury, multiple sclerosis, and 
stroke), 48 had musculoskeletal problems (amputa- 
tion, connective tissue disease, and arthritis), 43 were 
visually impaired or blind, and 20 had hearing losses. 
Eighteen percent of the physicians and medical stu- 
dents had become disabled before medical school, and 
9% of them had become disabled during medical 
school or residency. The specialties most highly repre- 
sented were internal medicine, family practice, psychi- 
atry, rehabilitation medicine, and pediatrics. Only 3% 
of these disabled physicians had changed specialty be- 
cause of their disability, and only 18% had retired or 
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become inactive. In other words, at least three-quarters 
were in active medical practice. 

Semantic confusion continues to exist in the litera- 
ture about the terms “impaired physician” (i.e., one 
who abuses alcohol or drugs) and “disabled physi- 
cian.” As has already been pointed out (4), these terms 
actually refer to two entirely different populations: 
“impaired” refers to those whose level of function is 
suboptimal, and ‘‘disabled’’ denotes someone who is 
cognitively and intellectually intact although physi- 
cally disadvantaged. 

Although the literature pertaining to physical dis- 
ability and medical practice addresses demographic is- 
sues and adaptive equipment and other environmental 
modifications that facilitate functioning, little has been 
published about the emotional impact of disability on 
the physicians themselves or on their patients and col- 
leagues. Some of this material has been addressed in 
more depth in articles dealing with racial difference, 
i.e., being a black (5) or Hispanic (6) psychiatric resi- 
dent in a predcminately white medical institution. The 
problems cited by Jones et al. (5) included absence of 
black role models, “high praise for what would be 
considered ordinary achievement by other residents 
... anda reluctance to criticize [the black resident] for 
shortcomings,” and supervisors’ tendencies to deal 
with racial issues by avoidance, reaction-formation, or 
confrontation. Supervisors who managed to directly 
address the impact of race on the therapeutic process 
were viewed as particularly helpful. More typically, 
however, supervisors “seemed to never notice we were 
black.” 

Two other excellent accounts have been written 
about the impact of illness on physicians and their 
relationships with colleagues (7, 8). Marzuk (7) dealt 
exclusively with the “‘physician-as-patient,” while Ra- 
bin et al. (8) described more globally the impact on 
friends and associates of the amyotrophic lateral scle- 
rosis of one of the authors. 

Finally, Schwartz (9) wrote a superb article explor- 
ing the impact of acute illness in the analyst and its 
implications for the analytic process. This article was 
both a description of the author’s own illness and its 
effect on his relationships with patients and a review of 
the relevant literature. Transference issues (e.g., pa- 
tients’ deepened sense of guilt over their hostile im- 
pulses) and countertransference issues (e.g., reparative 
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overidentification or narcissistic nonrelatedness) were 
explored in depth. 

The purpose of this article is to enlarge on the liter- 
ature already discussed by describing my experiences 
as a paraplegic resident on an inpatient psychiatric unit 
and to compare them with my previous experiences as 
a disabled medical student and practicing internist. 


REACTIONS OF PATIENTS 


In 1967 I sustained an incomplete T-12 paraplegia 
as a result of a crime-related injury. Although I had 
already been accepted into medical school at that time, 
my injury delayed my starting by 1 year. As a result of 
intensive rehabilitation and the loving support of my 
husband, I was totally independent at a wheelchair 
level and drove my own hand-controlled car when I 
did begin medical school in 1968. Although immedi- 
ately after the injury my disability seemed to be the 
center and focus of my entire life, as the years went by 


it took an increasingly peripheral role. I often said that . 


in my familiar work and home environment I thought 
about my wheelchair about as often as I thought about 
my glasses. Yet I was aware that what was true for me 
was not generally true for others; they were quite 
aware of the wheelchair and revealed it in their as- 
sumptions that I was retarded, unemployed, poor, 
asexual (my husband was usually labeled my “friend” 
or “companion” by strangers), and unhappy. During 
medical school and my later 3-year internal mediciné 
residency, however, it was the unusual patient or pa- 
tient’s family who directly commented on my disabil- 
ity. When they did, it was often to manifest confusion: 
which cue should they respond to—white coat and 
stethoscope or wheelchair? Was I a doctor or a patient, 
a strong and omnipotent parent figure or a dependent 
and helpless child? Other responses included frequent 
apologies from patients such as “Why am I complain- 
ing about this to you, Doctor, it’s so minor compared 
with your problems,” or statements that my success in 
dealing with my own problems had given them re- 
newed hope in dealing with theirs. I never had the 
experience most feared by medical students and begin- 
ning physicians: rejection by a patient because I was 
different from most physicians. I attributed this to the 
ability of a concerned and empathic manner to over- 
come any initial awkwardness, although it might also 
have been due to the usual hesitation of patients to 
question or antagonize their caregivers. 

During the first 12 years of my internal medicine 
practice, my experiences with patients were similar to 
those I encountered in my training years. Since my 


disability had played a seemingly small role in my pro- 


fessional life throughout those periods, I was totally 
unprepared for the response from hospitalized psychi- 
atric patients after I began my psychiatry residency at 
an inner-city teaching hospital in July 1987. 

The first hint of things to come occurred within 15 
minutes of my arrival on the inpatient unit: a woman 


Tie 


with a diagnosis of chronic undifferentiated schizo- 
phrenia approached me and without further ado in- 
quired pleasantly, “Are you crippled?” It turned out to 
be the question asked by almost every new patient I 
saw on either inpatient floors or in the psychiatric 
emergency room. The question was always the same. 
Their responses to my “Yes, I am” differed markedly, 
however. Several brief clinical vignettes will highlight 
the most common responses. 

1. A 38-year-old Hispanic woman with a long his- 
tory of paranoid schizophrenia was brought to the psy- 
chiatric emergency room for hostile and assauitive be- 
havior. When initially seen by me, she inquired, “Are 
you crippled?” and in response to my affirmative re- 
sponse, refused to talk further. When pressed for a 
reason for her reluctance to speak, she replied, “If I can 
walk and you can’t, how are you going to help me?” 

2. Another woman, who was 32 years old and had 
also been given a diagnosis of paranoid schizophrenia, 
had lived on the streets for 5 years, supporting herself 
by prostitution, and was brought to the emergency 
room on an involuntary commitment because of poor 
self-care. When | introduced myself to her, she too 
inquired, “Are you crippled?” On being told “Yes,” 
she screamed, “You’re lying—get out, get out!” then 
added, “Pll be watching you through the window, and 
[ll see you when you get up out of that chair and walk. 
I know what you’re up to.” 

3. A woman with chronic undifferentiated schizo- 
phrenia who had strong religious preoccupations ap- 
proached me daily on the inpatient unit, touching my 
legs or sprinkling me with “holy” water while quoting 
from the Bible. She assured me that if my faith was 
strong enough I would be cured. She was one of a 
number of patients who told me that they prayed daily 
for my healing. 

4. A 35-year-old man with schizoaffective mania 
was typical of many of my patients in wanting to push 
me around the ward in my wheelchair. On some days 
several patients vied for this privilege, and I was often 
surprised by who wanted the job—not uncommonly, 
the most withdrawn or hostile patients on the unit. 
The manic patients usually won, however. 

5. A 32-year-old man with diagnoses of substance 
abuse and borderline personality disorder became en- 
raged at me one morning and yelled, “I’m not talking 
to you anymore, you lousy cripple.” He was one of 
several patients who perceived my disability as my area 
of greatest vulnerability and invoked it when angered. 

6, A 22-year-old woman with major depression who 
did not know me approached me on the psychiatric 
medical care unit one evening while I was on call and 
asked if I was particularly tired that evening. When I 
replied, “No, why?” she said, “Oh, I just thought you 
were, since you’re using the wheelchair.” 

7. A 23-year-old man with a serious polysubstance 
abuse problem reminded me of my internal medicine 
days when he said to me one morning, “It’s going to be 
tough, Doc, but if you can make it with your problems, 
then so can I.” 
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Several themes run through these brief vignettes. 
One is the paradox of the disabled physician. For 
many, “disabled” connotes defective or inferior, where- 
as being a physician is often equated with power and 
prestige. A disabled physician becomes an enigma, and 
the paradox is often most easily resolved by ignoring 
one or the other attribute. Patient 1 highlighted her 
assumption that disabled equals defective when she 
wondered how I could help her if I could not walk. She 
resolved the disabled physician paradox by assuming 
that if I actually was a disabled doctor, I must be a 
second-rate doctor. Perhaps a more seasoned psychia- 
trist would also argue that she was projecting some of 
her own feelings of unworthiness onto me. Patient 6 
made a different assumption to resolve the paradox; to 
her, I was using the wheelchair as a convenience be- 
cause I was tired, and physically I was really normal. 
Patient 2 believed that I could not really be both dis- 
abled and a doctor and concluded that I was feigning 
disability to fool or disarm her and win her trust. At 
the opposite end of the spectrum from depreciating or 
infantilizing the disabled is the tendency of others to 
idealize successful disabled individuals, making them 
“super-crips,” a tendency seen in mild form in the ad- 
miration by patient 7. 

In many of these situations, my disability became a 
lightning rod, both attracting and revealing the pa- 
tient’s characteristic patterns of response. In essence it 
became a tool, a type of projective test. The other way 
in which it had a positive effect is highlighted by pa- 
tient 4. My being hurt or less than perfect lessened the 
emotional distance patients felt between themselves 
and me, and even the normally hostile or withdrawn 
patient felt it was safe to approach, even to care. Per- 
haps it was one of the few instances in which they 
could become the caregivers. To what extent this per- 
ceived decrease in emotional distance will assist me in 
long-term outpatient therapeutic relationships remains 
to be seen. I wonder if the antithesis might not also 
occur—patients fearing to get close if I am “sick,” for 
fear I may die. This too remains to be seen. 

What of my own reactions to my patients’ remarks? 
I have been surprised by my lack of intense emotional 
response in most situations, especially since | still find 
pervasive attitudinal barriers the most annoying aspect 
of my disability. I think prominent among my defenses 
have been intellectualization and isolation of affect. | 
conceived the idea of this paper soon after I began 
training, and | actually welcomed each new relevant 
incident, however unpleasant, as further grist for the 
mill. Humor helped, too. I also began using the inten- 
sity of my emotional response as a useful diagnostic 
discriminator; high intensity was often evoked by pa- 
tients with axis II diagnoses of borderline personality 
disorder. In the same way that many patients identified 
with me because I was somehow “‘defective, too,” my 
own experiences as a patient made me empathize more 
with their pain and powerlessness. Perhaps, by using 
displacement and identification, in healing their hurts I 
was also helping to heal old hurts of my own. 
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REACTIONS GF SUPERVISORS, TEACHERS, AND 
OTHER RESIDENTS 


Almost without exception, unit directors and super- 
visors did not discuss my disability unless I raised the 
issue first, generally in conjunction with discussion of 
the transference issues cited earlier. Once they were 
“given permission” to broach the topic, however, their 
comments were usually insightful and pertinent. As is 
so often taught to patients undergoing intensive inpa- 
tient physical rehabilitation, the onus for making oth- 
ers comfortable with discussing disability is the re- 
sponsibility of the individual with the disability. I see 
now that a similar dynamic was operating with my 
fellow residents. At each of aur twice-yearly resident 
retreats, I chose to lead small group discussions titled 
“The Experiences of a Disabled Physician.” I realize 
now that the message I was sending was, “See, | can 
talk about ‘it,’ and so can you! It’s actually a part of 
who J am!” 

The one attending physician who was willing to 


- mention my disability before I did was one of my early 


and favorite supervisors, who discussed it frankly from 
the time of my first telephone contact with him while 
also acknowledging his discomfort in doing so. On one 
occasion he commented, “Pd be tempted to flush my- 
self down the toilet if that happened to me.” On many 
other occasions he referred to his “oversolicitousness”’ 
toward me as a reaction-formation. Despite the am- 
bivalence inherent in these comments, I am still far 
more comfor-able when my disability is addressed 
directly, rather than when it is ignored, Discussing 
it, however awkwardly, bespeaks a level of comfort 
with me in my totality that is absent when it is not 
mentioned. 

Although I am certain that it was harder than usual 
for either my peers or supervisors to criticize me when 
it was necessary, | was determined that insofar as pos- 
sible the need would not arise. Like many overachiev- 
ing members of minorities before me, I was determined 
not to fall into any societal stereotypes—in this case, 
that of the helpless and ineffectual cripple. 


COMMENT 


As I completed this study of the frequency with 
which my psychiatric patients focus on my disability, I 
began to realize that most of my internal medicine 
patients over the years had probably reacted similarly 
but had just not talked about it. Perhaps, as Rabin et 
al. (8) noted, I was behaving as though nothing were 


_ unusual, and they simply found it easiest to follow suit. 


My physical disability was in fact probably only one of 
my many objective characteristics that resulted in un- 
voiced transferences in most patients. 

I eagerly await my experier-ces in outpatient psychi- 
atry and hope that other physicians with disabilities 
will report their experiences as well. 
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Patterns of Psychotherapy Utilization 


Kenneth I. Howard, Ph.D., Christine V. Davidson, Ph.D., 
Michael T. O’Mahoney, Ph.D., David E. Orlinsky, Ph.D., and Kevin P. Brown, M.S. 


Epidemiologic research indicates that a small minor- 
ity of patients make the great majority of outpatient 
mental health visits. This small group of long-term pa- 
tients constitutes the bulk of psychotherapeutic prac- 
tice and creates a disproportionate impression on men- 
tal health professionals. The authors confirmed this 
finding by studying 405 patients in a clinical setting 
with an orientation toward long-term psychotherapy: 
68% of the patients attended 26 or fewer psychother- 
apy sessions, representing 23.3% of the total number 
of sessions used by all patients; 32% attended more 
than 26 sessions, representing 77% of the total num- 
ber of sessions used by all patients. 

(Am J Psychiatry 1989; 146:775—778) 


i t has been well documented (1, 2) that the majority 
of psychotherapy outpatients receive relatively few 
sessions of treatment. Moreover, there has been much 
recent emphasis on the provision and evaluation of 
brief (or time-limited) treatments. Yet, a long-term, 
typically psychodynamically oriented therapeutic mod- 
el is still taught in most major training institutions and 
practiced by the majority of psychotherapists. Studies 
of the utilization of the psychotherapy service delivery 
system (3—5) reveal an apparent paradox—the major- 
ity of patients attend relatively few sessions, but the 
majority of therapist time is spent with long-term pa- 
tients. Long-term patients use the vast majority of serv- 
ices, are usually seen as appropriate for an intensive 
treatment model, and create an unrepresentative im- 
pression on therapists with regard to the general out- 
patient population. Cohen and Cohen (6) called the 
notion that the majority of patients are long-term the 
“clinician’s illusion.” 

Epidemiologic surveys provide relevant information 
about the utilization of outpatient psychotherapy. The 
National Medical Care Expenditure Survey of 1977— 
1978 (3) and the National Medical Care Utilization 
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and Expenditure Survey of 1980 (4) both included as- 
sessments of outpatient mental health care utilization. 
The National Institute of Mental Health (NIMH) Epi- 
demiologic Catchment Area Program (5) specifically 
addressed the incidence and treatment of mental ill- 
ness. The results of these surveys are consistent in doc- 
umenting the fact that although the median length of 
treatment was quite brief, a small number of patients 
used the majority of outpatient resources. 

In the National Medical Care Expenditure Survey 
(3), it was reported the 4.6% of the U.S. population 
made at least one ambulatory mental health visit in a 
12-month period. Two percent (3.81 million people) 
received their mental health care from the “specialty 
mental health sector” (psychiatrists, psychologists, 
psychiatric social workers, mental health counselors), 
making 35.83 million visits. Of people making a men- 
tal health visit, 22.2% made only one visit (accounting 
for about 0.85 million visits), 25.3% made two to four 
visits (accounting for about 2.89 million visits), and 
52.5% made five or more visits (accounting for about 
32.09 million visits). This last group (five or more vis- 
its) accounted for 89.6% of the visits in a 12-month 
period. “Most people who use the specialty sector are 
not high users—almost one half of persons who used 
this sector hac less than five visits. However, the mean 
number of visits per person... was almost ten, thus 
suggesting that a small proportion of the user popula- 
tion are particularly heavy users” (3, p. 571). 

Similarly, in the National Medical Care Utilization 
and Expenditure Survey (4), the authors reported that 


‘44% of the persons who made a mental health visit to 


an office-based psychologist or psychiatrist made fewer 
than four visits and accounted for only 6.7% of the 
total expenditures. By contrast, 16.2% made more 
than 24 visits and accounted for 57.4% of the total 
expenditures. 

We have calculated from the original Epidemiologic 
Catchment Area Program report on utilization (5) that 
the mean number of sessions for individuals visiting a 
specialty provider of mental health care was between 
10 and 15. Data provided in 1987 by Sam Shapiro 
(personal communication) have allowed us to evaluate 
length of treatment for the Greater Baltimore Epide- 
miologic Catchment Area Program site. At this site, the 
mean length of treatment was approximately 12 ses- 
sions and the median was about four sessions. These 
estimates are consistent with the national sample esti- 
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mates and again exhibit the skewed allocation of treat- 
ment resources. A relatively small proportion of pa- 
tients used the bulk of resources. 

The national surveys and the Epidemiologic Catch- 
ment Area Program focused on utilization during ar- 
bitrarily fixed time periods (6 or 12 months). In any 
arbitrary interval some long-term patients would be 
just starting therapy and thus would have had only a 
few sessions at the time they were interviewed. Con- 
sequently, the proportion of long-term patients and 
their use of psychotherapy resources is probably un- 
derestimated. To properly assess utilization by long- 
term patients, we must consider the duration of a treat- 
ment episode. 

Interest in long-term psychotherapy is justified not 
only by concern with the health care service provided 
for a particular segment of the population. A review of 
process and outcome research (7) found a statistically 
significant positive association between length of ther- 
apy (number of sessions) and treatment outcome in 74 
of 114 studies. Only two studies yielded significant 
negative findings. Of the remaining 38 nonsignificant 
findings, 36 (95%) showed a positive association be- 
tween treatment duration and outcome. The results of 
a subsequent meta-analysis (8) demonstrated a positive 
linear relationship between dose of psychotherapy and 
the percent of improvement. Whatever happens later 
in the course of treatment (whether the onset of a more 
beneficial stage or simply the steady accumulation of 
gains) seems to make long-term therapy more effective 
than service providing a smaller number of sessions. 

In the investigation reported in this paper, we ana- 
lyzed a group of patients entering treatment during a 
1-year interval and followed the course of treatment 
over subsequent years, until the termination of therapy 
for each patient. After presentation of data on the full 
sample, we will present comparisons of treatment uti- 
lization as a function of the experience level of the 
therapists. 


METHOD 


The 405 patients we studied, who entered an out- 
patient psychotherapy program, were highly selected 
and were almost all self-referred. To become a patient 
in this program, one first calls the clinic. A brief tele- 
phone interview is conducted by the intake worker, 
who asks about the nature of the caller’s problem and 
obtains some basic demographic information. If the 
intake worker decides that the patient is not in crisis 
and is otherwise suitable for individual psychotherapy, 
an appointment is made for a screening interview. This 
interview is conducted by a clinician (typically a psy- 
chology or psychiatry resident) and usually takes 1—2 
hours. If the clinician also concludes that the patient is 
suitable for individual psychotherapy, a case summary 
is sent to the program director, who assigns the patient 
to a therapist. The therapist then contacts the patient 
to arrange for the first psychotherapy session. 


776 


All patients pay a fee based on their incomes and 
may also use health insurance to pay for some portion 
of their care. The average fee is approximately $50.00 
per visit. All patients in our psychotherapy program, 
regardless of fee or insurance status, are offered open- 
ended treatment. Patients in our psychotherapy pro- 
gram are very similar to patients seen in many office- 
based practices. | 

Two hundred seventy (67%) of the patients in the 
sample were women, 344 (85%) were 20-39 years 
old, 336 (83%) were not currently married, 231 (57%) 
were employed full-time, 57 (14%) were students, 
336 (83%) had at least some college education, and 
105 (26%) had attended graduate school. In general, 
the patients were diagnosed as mildly to moderately 
disturbed. 

There were about 80 therapists in our psychother- 
apy program during the period of this study. Most 
were psychology or psychiatry residents, but most had 
had substantial experience. For example, 59 (74%) 
had already seen at least 20 patients in individual psy- 
chotherapy by the time this study was conducted. For- 
ty-eight (60%) of the therapists were psychologists, 23 
(29%) were psychiatrists, and nine (11%) were psy- 
chiatric social workers; 75 (94%) were between 20 
and 39 years old; 43 (54%) were men; 43 (54%) were 
married; and 66 (83%) had had personal therapy. 

The guiding orientation of our psychotherapy pro- 
gram is psychodynamic, or psychoanalytic in the 
broad sense. All of the supervisors espouse this thera- 
peutic approach (unpublished 1988 paper by C. Mc- 
Neilly and K.I. Howard), and case presentations fol- 
low this model. Attempts are made to conceptualize 
the case of each patient from a psychodynamic per- 
spective. For example, the medical record requires that 
every therapist complete a dynamic formulation of 
each patient after the sixth therapy session. Needless to 
say, treatment is not guided by an explicit manual and 
treatment integrity is checked only by means of case 
supervision. It is our impression that the therapy con- 
ducted in this program is broadly representative of the 
psychotherapeutic services generally delivered in the 
United States. 


RESULTS 


Table 1 shows that the largest single percentage 
(24%) of the 405 patients who began treatment at- 
tended fewer than five sessions of psychotherapy. Thir- 
ty-two percent of the patients stayed in treatment for 
more than 26 sessions (6 months of once-a-week ses- 
sions). The median length of treatment for the 405 
patients was about 13 sessions (mean=26.5; range 
= ]—207); the median treatment duration for patients 
who completed four sessions, however, was 21 ses- 
sions, and the median for patients who completed 
eight sessions was 28 sessions. These figures illustrate 
the importance of the initial phase of therapy in deter- 
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TABLE 1. Relationship of Number of Sessions to Type of Medical Plan and Experience of Therapists for 405 Patients in a Psychotherapy 








Clinic 
Patients 
Non- Had 
HMO HMO Had Staff Trainee 
Sessions Participant Participant Therapist Therapist Total 
(N=10,749) (N=53) (N=352) (N=65) tN=340) (N=405) 
Length of n m iee —— r — 
Treatment N % N %o N Yo N Yo N %o N % 
1—4 sessions 236 2.2 12 22.6 85 24.2 12 18.5 85 25.0 97 240 
5—8 sessions 426 4.0 12 22.6 54 15.3 11 16.9 $5 16.2 66 16.3 
9—16 sessions 686 6.4 3 5:7 53 15.1 19 15.4 46 13.5 56 138 
17-26 sessions 1,152 10.7 13 24.5 42 119 3 12.3 47 138 55 13.6 
27—52 sessions 2,215 20.6 8 15.1 57 16.2 19 15.4 55 16.2 65 16.0 
53-78 sessions 1,721 16.0 3 5.7 25 7.1 2 3.1 26 7.6 28 6.9 
79-104 sessions 2,003 18.6 1 1.9 21 6.0 3 12.3 14 4.1 pis 5.4 
> 104 sessions 2,310 21.5 1 1.9 15 43 4 6.2 12 3.5 16 4.0 


mining treatment duration and (by implication) out- 
come as well. 

Table 1 also shows that the patients who attended 
one to four sessions accounted for only 2% of the total 
number of sessions attended by all 405 patients. The 
131 (32%) patients who attended more than 26 ses- 
sions accounted for 77% of the sessions used. The 66 
(16%) patients who stayed in therapy for more than 
52 sessions used more than 56% of the sessions. 

Fifty-three of the patients were participants in a 
health maintenance organization (HMO). These pa- 
tients were entitled to 20 sessions of psychotherapy in 
any 12-month period. Table 1 shows the number of 
sessions these patients attended compared with the rest 
of the patients. Twelve (23%) of the HMO patients 
attended fewer than five sessions, and 13 (25%) at- 
tended more than 26. The median length of treatment 
of the 53 HMO participants was about 14 sessions 
(mean=21.5; range=1—153). The median duration of 
treatment for the HMO participants who completed 
four sessions was 19 sessions, and the median duration 
for those who completed eight sessions was 24 ses- 
sions. For five (10%) of the 53 HMO participants, 
their 20th psychotherapy session was their last. Eigh- 
teen (34%), however, continued treatment beyond the 
20-session limit, compared with 137 (39%) of the rest 
of the patients (data not shown). 

HMO patients who completed eight sessions of 
treatment had a probability of 0.90 of continuing be- 
yond 16 sessions (26 [90%] of the 29 HMO patients 
who completed eight sessions also completed 16 ses- 
sions); for the non-HMO participants, this probability 
was 0.75 (160 [75%] of the 213 non-HMO patients 
who completed eight sessions also completed 16 ses- 
sions). The patients who were HMO participants were 
significantly different from the patients who were not 
in that fewer HMO participants tended to terminate 
treatment in the 9-16-session range and more tended 
to terminate treatment in the 17—26-session range 
(x*=11.66, df=5, p<0.05). The overall pattern of uti- 
lization of the HMO participants, however, was sim- 
ilar to that of the rest of the patients. (To ensure ade- 
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quate cell sizes for the chi-square analyses, we used six 
length-of-treatment groups rather than the eight 
shown in table 1. The six were 1—4, 5-8, 9-16, 17—26, 
27—52, and more than 52 sessions.) 

Sixty-five of the 405 patients were seen by staff ther- 
apists and 349 were seen by therapists who were at 
various stages in their training. Table 1 shows the 
treatment duration of these groups of patients. There 
was a nonsignificant trend toward a difference be- 
tween these groups in length of treatment (y*=2.54, 
df=5, p>0.0£). The median length of treatment was 
about 15 sessions for the patients whose therapist was 
a staff member (mean=33.0; range=1—153); it was 
13 sessions (mean=25.3; range=1-—207) for patients 
whose therapist was a trainee. A greater percentage of 
the sessions cf patients with trainee therapists were 
allocated to the initial phase of treatment (sessions 1— 
4). The two-session discrepancy in medians is thus 
mostly attributable to differences in retention of pa- 
tients beyond the initial sessicns: 53 (82%) of the pa- 
tients seen by a staff therapist continued beyond the 
fourth session, compared with 255 (75%) of the pa- 
tients seen by trainees. Ancillary analyses ruled out the 
possibility that the difference in length of therapy 
among the patients with trainee therapists was an ar- 
tifact of the length of the trainees’ rotation in the clinic. 

Despite the nonsignificant trend for patients of 
trainees to terminate therapy earlier, 31% of their pa- 
tients completed more than 26 sessions of psychother- 
apy, compared with 37% of the patients of staff ther- 
apists. The patients who completed more than 26 
sessions accounted for 76% of the treatment sessions 
provided by trainee therapists and 81% of the sessions 
provided by the staff therapists (data not shown). 


DISCUSSION 


The results of this study support Cohen and Cohen’s 
concept of the “‘clinician’s illusion” that the typical 
patient is in long-term therapy (6). In fact, a minority 
of the patients in our program used the vast majority 
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of resources. Long-term patients dominate a clinician’s 
practice and thus his or her time, even though most 
patients do not engage in long-term psychotherapy. 
Since so few of the sessions conducted by therapists are 
in the initial phase of treatment, therapists may not be 
sufficiently aware of the critical role of this phase in 
shaping the patient’s treatment. 

National surveys have attempted to relate a number 
of patient variables to psychotherapy utilization. The 
effect of insurance coverage has been of particular in- 
terest, given the orientation toward national health 
policy planning of the investigators. Horgan (3), ana- 
lyzing the National Medical Care Expenditure Survey 
data, found that the number of visits was negatively 
related to the percentage of the cost paid out of pocket. 
Taube et al. (4), analyzing the National Medical Care 
Utilization and Expenditure Survey data, found that 
the demand for mental health services was responsive 
to price, but not for patients with yearly incomes 
greater than $25,000. In contrast to these findings, 
Keeler et al. (9), reporting on the Rand Health Insur- 
ance Experiment, found that although coinsurance ap- 
peared to influence the decision to use mental health 
services negatively, coinsurance was not related to 
level of use when there was any use. Watts et al. (10), 
analyzing utilization in a study of the Federal Employ- 
ees Health Benefits Program, found that level of use in 
a heavily insured population within a year was not 
responsive to price, but they also observed that the 
range of variation in out-of-pocket expenses was 
rather small in that study. 

We have not presented data here that are relevant to 
whether insurance coverage affects the likelihood that 
a person will call for an appointment. However, insur- 
ance coverage (as estimated from our group of HMO 
participants) seemed to have only a limited impact on 
the amount of utilization of psychotherapy once the 
patient entered treatment. The median lengths of treat- 
ment for HMO participants and nonparticipants were 
almost identical. The only effect of insurance coverage 
seemed to be that it increased utilization during one 
phase of treatment. 

With regard to the comparison of staff and trainee 
therapists, there was a trend for patients of trainees to 
terminate therapy earlier than those of staff therapists. 
The mean length of treatment for patients of staff ther- 
apists was about eight sessions greater than that of 
trainees, and this seemed to be mostly due to the 
greater proportion of trainees’ patients who termi- 
nated therapy in the first four sessions. 

The estimated median duration of psychotherapy in 
the United States is five to eight sessions (1, 2). About 
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16% of patients use more than 24 sessions in a 12- 
month period (4). The median length of treatment in 
our psychotherapy program was almost twice as long 
(13 sessions), and 32% of the patients went beyond 26 
sessions. To some extent, this was due to the fact that 
we included the entire course of treatment for the pa- 
tients studied rather than 12-month utilization rates. 
Studies that concentrate on use during a 12-month pe- 
riod would miss data on patients whose treatment 
lasted for more than 12 months as well as on long-term 
patients who did not enter psychotherapy until the end 
of the year surveyed. Our higher median was also 
probably due to the careful selection procedures used 
in our program and the fact that the patients had a 
pretherapy screening interview. In any case, 13 ses- 
sions of treatment do not qualify as long-term psycho- 
therapy, and half of the patients in our program had 
terminated by the 13th session. 

Despite the program’s emphasis on long-term psy- 
chodynamic psychotherapy, the vast majority of pa- 
tients were exposed to a brief therapy and the vast 
majority of professional resources were concentrated 
on the relatively few patients who engaged in long- 
term treatment. . 
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Hypersensitivity to Carbon Dioxide in Panic Disorder 


Laszlo A. Papp, M.D., Raymond Goetz, Ph.D., 
Randolph Cole, M.D., Donald F. Klein, M.D., Fanchea Jordan, 
Michael R. Liebowitz, M.D., Abby J. Fyer, M.D., 

Eric Hollander, M.D., and Jack M. Gorman, M.D. 


Seven male panic patients did not panic but were 
significantly more sensitive to steady-state carbon di- 
oxide inhalation than five male normal control sub- 
jects. The male patients’ hypersensitivity to carbon di- 
oxide was unrelated to current state of anxiety or acute 
panic. 


(Am J Psychiatry 1989; 146:779-781) 





t has been established that carbon dioxide (CO,) 

inhalation induces panic in panic disorder patients 
with or without agoraphobia (1-3). During CO, chal- 
lenge the point of panic seems to coincide with the 
highest blood CO, concentration (3). CO,-induced 
panic attacks are phenomenologically similar to lac- 
tate-induced attacks and involve similar biochemical 
and physiological changes (1). 

One possible explanation for CO,-induced panic is 
that panic patients are biologically hypersensitive to 
CO, (1). Two commonly used methods of determining 
CO, sensitivity are the steady-state canopy procedure 
(4) and the rebreathing method (5). With both, minute 
volume (respiratory frequency X tidal volume) is meas- 
ured at different concentrations of inhaled CO,, and 
the ratio of change in minute volume to change in 
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expired or arterial Pco, is called ventilatory response 
or CO, sensitivity. 

The literature on ventilatory response in panic dis- 
order patients is inconclusive. In two of three studies 
(1, 2, and unpublished study by D. Carr et al.), CO, 
sensitivity in panic patients was greater than in control 
subjects. 

These studies, however, were confounded by inher- 
ent technical and design problems. The mouthpiece- 
noseclip arrangement in the rebreathing method, as 
opposed to the canopy in the steady-state procedure 
(4), could itself induce anxiety. The high baseline CO, 
concentration used in the rebreathing bag may mask 
subtle differences between patients and control sub- 
jects. Finally, to our knowledge, none of the studies 
evaluated the CO, sensitivity of nonpanicking panic 
patients separately; therefore, data are not available 
regarding differences in CO, sensitivity between pa- 
tients and control subjects unrelated to CO,-induced 
anxiety. 

The present analysis was part of a complex study of 
respiratory physiology in panic disorder that was de- 
signed to compare the anxiogenic effects of CO, inha- 
lation and hyperventilation. Our goal was to deter- 
mine CO, sensitivity with the steady-state canopy 
method in patients who did not panic during CO, 
challenge, achieved steady-state minute volume, and 
therefore demonstrated ventilatory changes independ- 
ent of the state of their anxiety. 


METHOD 


The subjects described here participated in a previ- 
ously reportec study that involved the administration 
of S% CO, in a canopy (1). Since CO, sensitivity de- 
termination requires arterial blood samples, data were 
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available for only 11 patients (seven men and four 
women) who had DSM-III panic disorder or agora- 
phobia with panic attacks and nine normal control 
subjects (five men and four women) who did not panic 
during CO, challenge. There were no significant age 
differences between the groups. All subjects had been 
drug free for at least 4 weeks and had fasted for 8 
hours before the procedure. Intermittent use of a short- 
acting benzodiazepine (1 mg of alprazolam or equiva- 
lent) was permitted up to 3 days before the study. 
Written normed consent was obtained. 

The subjects were told that CO, would be added to 
the air they were breathing and that they might expe- 
rience anxiety. Under local anesthesia an arterial cath- 
eter was inserted in the radial artery of the supine sub- 
ject for blood withdrawal. Then the subject’s head was 
placed in a clear plastic canopy that was vented with 
fresh air at 40 liters/min. The subject could see and be 
seen and hear and be heard at all times while in the 
canopy. Minute volumne was measured throughout the 
procedure on a breath-by-breath basis (4). 

The protocol, described in detail elsewhere (1), started 
with the patient spontaneously breathing room air in the 
canopy for 20 minutes, then inhaling 5% CO, in room 
air for 20 minutes. The attending psychiatrist was not 
blind to diagnosis and knew when the CO, was given. 
The patient was instructed throughout to report any 
physical or emotional symptoms as soon as they oc- 
curred. Otherwise, conversation between the subject 
and staff during the experiment was not permitted. 

Arterial blood samples for blood gases were drawn 
immediately before and immediately after the subject 
received the CO,. Ratings on the Acute Panic Inven- 
tory and blood pressure were also determined before 
and after CO, inhalation. The Acute Panic Inventory is 
a 17-item checklist rating the degree of anxiety on a 
scale of 0 (none) to 3 (severe). 


Data Analysis 


Steady-state minute volume was achieved in all sub- 
jects after 10 minutes of CO, inhalation (less than 5% 
variation over timed 1-minute intervals}. The last 2 
minutes of the baseline and of the 5% CO, period 
were used to calculate an average minute volume. With 
the corresponding arterial Pco, values, a slope was 
determined (delta V,/delta Paco,), We then compared 
the slopes of the two groups (nonpanicking patients 
and control subjects}. Because of the high degree of 
variance, nonparametric Mann-Whitney U tests were 
used in this comparison. Analysis of variance with re- 
peated measures (ANOVAR) was used to test for dif- 
ferences in anxiety between the patients and control 
subjects. 


RESULTS 


There were no significant slope differences (+SD) 
between the patients and control subjects ($.47+5.82 
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versus 3.5043.98 liters/min per mm Hg). The earlier 
reported sex differences in panic disorder patients (6, 
7) prompted an analysis of the male sample separately. 
The nonpanicking male panic patients were signifi- 
cantly more sensitive to CO, than the male control 
subjects (8.07+5.87 versus 2.49+2.14 liters/min per 
mm Hg; z=2.03, df=10, p<0.043, two-tailed). In- 
spection of the individual slopes showed that six of the 
seven male patients but only one of the five control sub- 
jects had slope values above 2.5 liters/min per mm Hg. 

Changes in anxiety levels, as measured by the Acute 
Panic Inventory, were small and did not significantly 
differ between the male patients and control subjects. 
The baseline values (mean+SD) increased from 2.6 
3.9 to 4,043.9 in the patients and from 0.91.1 to 
3.7+3.4 in the control subjects. No significant corre- 
lations were found between the slopes and the changes 
in anxiety levels within the two groups. Unfortunately, 
there were not enough female subjects for meaningful 
statistical comparison. 


DISCUSSION 


Male panic disorder patients were significantly more 
sensitive to steady-state CO, inhalation than male con- 
trol subjects. The greater CO, sensitivity was not as- 
sociated with a higher anxiety level in this patient 
group. These preliminary findings represent one of the 
few biological differences between panic disorder pa- 
tients and control subjects that is not directly related to 
current state of anxiety or to acute panic. 

The limitations of our study are the small sample 
size and the absence of an analyzable female sample. 
Although statistically not meaningful, our data suggest 
that female panic patients may not be hypersensitive to 
CO, . If true, this finding would be consistent with earlier 
reports of sex differences in panic disorder (6, 7). 

We did not control for a number of psychological 
factors (e.g., cognitive set, personality) known to affect 
CO, sensitivity (8). Cognitive manipulations appear to 
alter the quality of anxiety in response to panic-in- 
ducing procedures (9). In fact, many investigators be- 
lieve that CO,-induced panic is the result of misinter- 
preted uncontrollable physiologic changes (10). In this 
sample that we studied, however, all subjects received 
identical instructions and experienced the same degree 
of anxiety. Thus, reference to cognitive set alone can- 
not explain the patient/control differences in CO, sen- 
sitivity. At the same time, CO, sensitivity differences 
alone are insufficient to explain the similar behavioral 
response to CO, challenge in patients and control 
subjects. 
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ECT for Major Depression in Four Patients 
Infected With Human Immunodeficiency Virus 


Frederick W. Schaerf, M.D., Ph.D., Robyn R. Miller, B.S., 
John R. Lipsey, M.D., and Robert W. McPherson, M.D. 


The authors describe four individuals infected with 
the human immunodeficiency virus type I (HIV) whose 
severe depressions were successfully treated with ECT. 

(Am J Psychiatry 1989; 146:782-—784) 


here have been many case reports and studies de- 

scribing neuropsychiatric manifestations of ac- 
quired immune deficiency syndrome (AIDS) (1-7), but 
there have been few documentations of specific inter- 
ventions for the treatment of such disorders (2, 6, 8, 9). 
Although major depression is not the most frequent 
psychiatric manifestation of infection with human im- 
munodeficiency virus type I (HIV), it does occur in 
many patients (3, 5, 6}. Delusional depression has also 
been described in such individuals (4). 

The effectiveness of ECT for individuals with severe 
depression, especially those who do not respond to 
medications or who have delusions, is well established 
(10). To our knowledge, however, there are no reports 
in the literature on the use of ECT in HIV-infected 
individuals who suffer from major depression. We re- 
port here the successful treatment with ECT of four 
patients with major depression, three of whom were 
HIV-seropositive and one of whom had AIDS. 


CASE REPORTS 


Case 1. A 35-year-old gay white man with AIDS was 
transferred to our psychiatric ward after attempting suicide. 
He had tried to hang himself with pajamas while receiving 
inpatient psychiatric treatment at another hospital. The pa- 
tient had had a successfully treated episode of Pneumocystis 
carinii pneumonia 4 months before this admission. Despite 
previous treatment with doxepin and alprazolam, he com- 
plained of dysphoria, fatigue, hypersomnolence, decreased 
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energy, and anhedonia. He believed that he was a bad person 
and had persistent suicidal ideation. Results of physical ex- 
amination, including complete neurological assessment with 
neuropsychological testing, were essentially normal except 
for striking psychomotor retardation. The patient received 
12 ECT treatments, after which all of his depressive symp- 
toms resolved. 


Case 2. A 35-year-old gay white man infected with HIV 
was diagnosed as having major depression with psychotic 
features after coming to the outpatient AIDS clinic with com- 
plaints of low mood, anhedonia, decreased sleep and appe- 
tite, and intermittent suicidal ideation. Despite knowing the 
medical evidence to the contrary, he had the delusion that he 
had a fungal infection of the brain and was going to die 
of dementia. He was admitted to our hospital, and pharma- 
cotherapy with nortriptyline was initiated, but on the third 
hospital day he began to experience auditory hallucina- 
tions and paranoid delusions and then slashed his neck and 
wrist in a suicide attempt. ECT was started, and the patient’s 
dysphoria, vegetative symptoms, and psychotic symptoms 
resolved. 


Case 3. A 27-year-old bisexual white man was diagnosed 
as having major depression 1 month after learning that he 
was HIV seropositive. He complained of dysphoria, anxiety, 
and guilt over his bisexual relationships. He had the delusion 
that he was dying of heart disease. At this time he was ad- 
mitted to our hospital and treated with amitriptyline, alpra- 
zolam, and haloperidol for 25 days. Three days after dis- 
charge he came back to the hospital, stating that he felt that 
he was being punished by the devil. He reported hearing a 
man’s voice telling him to cut his throat. ECT was initiated, 
and his depression and psychotic features slowly cleared. 


Case 4. A 34-year-old single black woman became severely 
depressed after learning that she was HIV seropositive. She 
was subsequently hospitalized twice for major depression 
and treated with doxepin and chlorpromazine without much 
improvement in symptoms. She came to our hospital with a 
profoundly depressed mood, guilt, hopelessness, and multi- 
ple somatic delusions. She felt that her body was decompos- 
ing and being regurgitated into her mouth. She believed that 
the ECG machine had caused a circle to form around her 
heart and navel and was preventing her from eating. Her 
depressive symptoms and delusions quickly resolved with 
EC i, 
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Item Case 1 
Sex Male 
Diagnosis AIDS 
Risk group Homosexual 
Time from AIDS or HIV di- 4 months 
agnosis to onset of depres- 
sive symptoms 
Family history of depression Positive 
Personal history of depression Positive 
Results of neurological exam- Within normal 
ination limits 
Results of lumbar puncture Raised protein 
level 
Results of CT or MRI MRI showed 
diffuse corti- 
cal atrophy 
Mini-Mental State score 28 
Number of right unilateral 12 


ECTs 
Psychotropic drug used for 
maintenance therapy 
Response to treatment for 
depression 


Desipramine 


No relapse (pa- 
tient died 4 
months after 


Case 2 Case 3 Case 4 
Male Male Female 
HIV infection HIV infection HIV infection 
Homosexual Bisexual Former intrave- 
nous drug 
user 
2 months 1 month 10 months 
Negative Positive Negative 
Negative Positive Negative 
Within normal Within normal Within normal 
limits limits limits 
Within normal Within normal Within normal 
limits limits limits 
CT within nor- CT within ner- CT within nor- | 
mal limits mal limits mal limits 
30 29 30 
10 6 6 
Lithium Lithium and Nortriptyline 
amitriptyline 
No relapse at No relapse at No relapse at 
21-month 22-month 20-month 
follow-up follow-up follow-up 


discharge) 


DISCUSSION 


To our knowledge, this is the first report of the suc- 
cessful treatment with ECT of major depression in 
HIV-infected patients. According to the data shown in 
table 1, the mean time from known seropositivity or 
diagnosis of AIDS to onset of depression was 4.3 
months. Two patients had neither a personal nor a 
family history of depressive disorder that might pre- 
dispose them to the development of a depressive epi- 
sode, and two patients had had previous episodes of 
depression and positive family histories (table 1). None 
of the patients suffered any untoward effects following 
ECT. Six to twelve treatments were effective in all 
these patients (table 1); this is the usual range of num- 
ber of treatments in a course of therapy for noninfec- 
ted individuals (10). 

The effectiveness of the ECT was measured by using 
Montgomery-Asburg Depression Rating Scale scores. 
These fell from a mean of 36 before treatment to a 
mean of 4 following treatment. Mini-Mental Status 
Examination scores for all patients remained between 
28 and 30 (out of a possible 30) throughout treatment. 
Three of the patients have received maintenance ther- 
apy with lithium, a tricyclic antidepressant, or a com- 
bination of the two without psychiatric relapse. The 
fourth patient had no relapse while receiving desipra- 
mine before his death from AIDS (table 1). 

A previous report of AIDS patients suffering from 
depression with delusional features (7) implicated or- 
ganic brain syndrome as the cause. Unlike that report, 
in which the patients had associated cognitive deficits, 
all of the patients described here were in clear con- 
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sciousness, had no history of a cognitive decline, and 
had no cognitive deficits noted during or after right 
unilateral ECT. 

Our patient with AIDS showed nonspecific mild ab- 
normalities on his pre-ECT magnetic resonance imag- 
ing (MRI) study and lumbar puncture studies. Neuro- 
psychological testing performed on this patient, 
however, did not reveal any evidence of cognitive im- 
pairment. Furthermore, the other three patients dis- 
played no evidence of cognitive decline on neuropsy- 
chological testing. 

The acute onset of a severe depressive syndrome in 
an individual who is HIV seropositive or who has 
AIDS warrants initial exclusion of other CNS pathol- 
ogy by means of a full neurological examination, lum- 
bar puncture, and imaging studies such as CT scan or 
MRI. Despite the fact that HIV has known neurotropic 
properties (1), its role in the development of depression 
is not clear. Although the nonspecific finding of slightly 
elevated CSF protein and the mild atrophy noted on 
the MRI scan of our patient with AIDS might suggest 
cerebral HIV infection, there was no clear evidence 
that CNS infection with HIV had occurred in any of 
our patients. Further studies, including detection and 
culture of HIV in CSF, may help answer this question 
in other patients. 

Severe depression in nondemented patients with 
HIV infection or AIDS appears to respond as well to 
ECT as does depression in individuals not infected 
with HIV. As in noninfected patients, the decision re- 
garding ECT is based on the clinical severity of the 
depressive episode, the failure of pharmacological 
treatment, and the absence of contraindications. 


783 


CLINICAL AND RESEARCH REPORTS 


Therefore, ECT should be considered as a therapeutic 
option in cognitively intact patients with HIV infection 
who are suicidal, deluded, or have not responded to 
other treatments, once other CNS pathology has been 
excluded. ECT for such patients who are severely de- 
pressed and demented warrants further study. 
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Age at Onset in Late-Life Delusional Depression 


J. Craig Nelson, M.D., Yeates Conwell, M.D., Kathy Kim, M. D., 
and Carolyn Mazure, Ph. D. i 


Mean age at onset was not significantly different in 
39 delusional and 70 nondelusional unipolar de- 
pressed patients over 60 years of age. The finding was 
unchanged when sex, concurrent dementia, and med- 
ical illness were examined. 

(Am J Psychiatry 1989; 146:785-786) 


eyers and associates have reported that late-life 

depression is more commonly delusional (1) 
and that elderly patients with unipolar delusional de- 
pression have a later age at onset than their nondelu- 
sional counterparts (2). Their findings had important 
implications, since they suggested that late-onset de- 
pression may be a specific subtype, that age at onset 
may influence the presentation of depression, and that 
depressions occurring in later life may be associated 
with degenerative changes in the brain, resulting in 
greater cognitive disturbance. 

Previous studies have not noted an older onset in 
delusional patients (3—6). The largest study (7) com- 
pared 145 psychotic with 119 nonpsychotic depressed 
patients and found no difference in the age at onset. 
Meyers and Greenberg (2) suggested that a later onset 
in elderly delusional patients may have been missed 
because these studies included few elderly patients. To 
explore this question, we examined age at onset in 109 
depressed patients over the age of 60 who were admit- 
ted to a psychiatric unit in a general hospital. 


METHOD 


This study is part of a larger investigation of 168 
patients over the age of 60 years who were consecu- 
tively admitted to the Adult Psychiatric Treatment 
Unit at Yale-New Haven Hospital during the period 
1979 to 1984 (8). The current study included only 
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patients with a primary diagnosis of unipolar major 
depression. Diagnoses were made according to DSM- 
II criteria by one of the authors (J.C.N.), who was the 
attending psychiatrist for all of the patients, using in- 
formation available from the patient, family, and re- 
ferring clinician. Patients were excluded if 1) they did 
not have majer depression, 2) their depression was 
thought to be caused by a specific illness or medica- 
tion, i.e., organic affective syndrome (five cases), or 3) 
their primary diagnosis was dementia with depressive 
features. Patients with concurrent medical illness that 
was not etiologically related to the depression were 
included. Also included were 13 patients who had a 
mild dementia that appeared to be independent of the 
depression. The diagnosis of depressive delusions fol- . 
lowed the definition of the Schedule for Affective Dis- 
orders and Schizophrenia (9) and was consistent with 
our prior studies (3, 4). 

Ratings of age at onset, number of prior episodes, 
number of prior hospitalizations, and duration of the 
current episode were made from information in the 


‘medical record by nurse raters who were blind to di- 


agnosis. Data were available for all four items in 107 
of the 109 patients included. Duplicate ratings of these 
items in 25 cases indicated adequate interrater reliabil- 
ity (intraclass correlation coefficients of 0.95 to 0.99, 
p<0.001). 


RESULTS 


Of the 168 patients reviewed, 59 were excluded; 20 
patients were not depressed, and 39 had another type 
of affective disorder. Of the 109 patients with DSM-III 
unipolar major depression, 39 were delusional and 70 
were nondelusional. Twenty-seven (69%) of the 39 
delusional and 54 (77%) of the 70 delusional patients 
were women ‘y7=0.46, df=1, p=0.50). The delu- 
sional and nondelusional groups did not differ with 
regard to mean+SD index age (68.5+6.3 versus 69.9 
+6.8 years; t=1.03, df=107, p=0.30) or mean num- 
ber of prior episodes (2.4+2.5 versus 2.3%2.3; t= 
0.23, df=106, p=0.82). The percentages of patients 
with no prior episode were almost identical (25.6% 
versus 27.1%). Delusional patients had more prior 
hospitalizations (1.9%2.1 versus 1.1+1.5; t=2.01, 
df=106, p=0.028). Mean+SD duration of the episode 
was 7.8+7.7 months for the delusional patients and 
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11.0+7.7 months for the nondelusional patients (t= 
1.4, df=105, p=0.16). 

The mean age at onset in the two groups was not 
significantly different; for the delusional patients it was 
51.1+15.7 years, and for the nondelusional patients it 
was §5.2+14.5 years (t=1.3, df=105, p=0.17). In the 
group with recurrent depression, the delusional and 
nondelusional patients had mean ages at onset of 
45.8+14.8 and 50.4+13.5 years, respectively (t=1.4, 
df=76, p=0.17). The median age at onset for the co- 
hort was 57. Twenty-one (37%) of the 57 patients 
whose onset was on or before age 57 were psychotic, 
while 17 (34%) of the 50 whose onset was after age 57 
were psychotic (x7=0.01, df=1, p=0.92). 

Because of the possibility that a later onset occurs 
primarily in women with delusional depression (2), age 
at onset was examined in the 81 female patients. De- 
lusional women had a slightly younger age at onset 
than nondelusional women (49.8+15.4 versus 55.2+ 
14.1 years), but this difference was not significant 
(t=1.55, df=77, p=0.13). 

Thirteen of the 109 patients had a secondary diag- 
nosis of dementia. When these patients were excluded, 
the index age of the delusional patients was slightly 
younger (meantSD age=67.3+5.2 versus 70.0+6.8 
years; t=2.07, df=92, p=0.04); however, their mean 
age at onset was not significantly different from that of 
the nondelusional patients (51.9415.9 versus 54.7+ 
14.6 years; t=0.86, df=92, p=0.39). 

Ninety percent of the elderly patients had concur- 
rent medical illness. In 29 of the 98 medically ill pa- 
tients, the illness was currently symptomatic. The pro- 
portion of these cases was similar in the delusional and 
nondelusional groups (eight of 39 versus 21 of 70 pa- 
tients; x7=0.72, df=1, p=0.39). When patients with 
active medical illness were excluded, age at onset be- 
came significantly younger in the delusional patients 
than in the nondelusional patients (49.8+16.6 versus 
57.5+13.4 years; t=2.28, df=77, p=0.026). When 
sex, dementia, and medical illness were simultaneously 
entered in a regression with age at onset and delusional 
status, the relationship between age at onset and delu- 
sional status was unchanged. 


DISCUSSION 


Our elderly sample of patients with unipolar major 
depression appears similar to that described by Meyers 
and Greenberg, but our delusional patients did not 
have a later age at onset. In the Meyers and Greenberg 
sample, patients were admitted to one of three geriatric 
units in a private psychiatric hospital; in our study, 
private patients were admitted to a psychiatric unit in 
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a general hospital. Although admitting practices may 
differ, it is not apparent how those differences would 
explain the contradictory findings. 

In the Meyers and Greenberg study, 110 of the 271 
patients with unipolar major depression were excluded 
because of medications, active medical illness, or cog- 
nitive impairment that might have caused the depres- 
sion. These concurrent conditions, however, are char- 
acteristic of older patients. We excluded patients 
whose depression was caused by drugs or medical ill- 
ness but found a definite medical etiology in only five 
cases. It is possible that our general hospital sample 
included more patients with active medical illness, but 
when these patients were excluded, age at onset was 
actually younger in the delusional patients. We ac- 
knowledge the difficulty in distinguishing dementia 
with depressive features from major depression with 
concurrent dementia (10), but when patients with any 
evidence of dementia were excluded, our findings re- 
mained unchanged. Concurrent medical illness or de- 
mentia did not appear to explain the differences in our 
data. 

Our finding of no significant difference in age at 
onset in delusional and nondelusional patients is sim- 
ilar to several prior studies‘that used mixed age sam- 
ples (3-7). It suggests that late-onset depression does 
not appear to be distinct, with respect to delusional 
status, or associated with cognitive disturbance that 
results in a higher frequency of delusions. 
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CSF GABA in Caregiver Spouses of Alzheimer Patients 


Nunzio Pomara, M.D., Dennis Deptula, Ph.D., Matthew P. Galloway, Ph.D., 
Peter A. LeWitt, M.D., and Michael Stanley, Ph.D. 


The authors studied CSF y-aminobutyric acid (GABA) 
in 14 Alzheimer patients and nine age-matched normal 
subjects. The five normal subjects who were wives of the 
demented patients had higher CSF GABA concentrations 
than the four normal subjects without demented spouses. 

(Am J Psychiatry 1989; 146:787—788) 


| n contrast to the marked alterations in the cholinergic, 
somatostatin, and corticotropin-releasing factor neu- 
ronal systems, substantial loss of neurons that contain 
y-aminobutyric acid (GABA) does not accompany Alz- 
heimer’s disease (1). Nevertheless, Alzheimer’s disease 
has been associated with low density of cortical GABA, 
receptors (2), substantially low GABA uptake in biopsied 
brain tissue (3), and low concentrations of GABA in the 
brain (4) and in CSF (5). Therefore, we decided to com- 
pare CSF GABA concentrations of patients with proba- 
ble Alzheimer’s disease and age-matched normal sub- 
jects. During data analysis, we noted that the demented 
patients’ caregiver spouses who had been included 
among the normal subjects exhibited a markedly higher 
mean CSF GABA concentration than the normal subjects 
who were not caring for a demented spouse. 


METHOD 


We studied 14 demented patients (seven women, 
seven men) and nine age-matched normal subjects 
(seven women, two men). The patients met NINCDS- 
ADRDA criteria for probable Alzheimer’s disease and 
DSM-III criteria for primary degenerative dementia. 
Diagnosis was based on psychiatric evaluation, physi- 
cal examination, laboratory investigations, and head CT 
scans. The patients tended to be moderately demented, 
having a mean+SD Global Deterioration Scale score of 
4.6+0.6 and a mean+SD Folstein Mini-Mental State 
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score of 17.1=3.9, and 12 of the 14 had a presenile 
onset. The nine normal subjects underwent physical ex- 
aminations and routine laboratory investigations, which 
revealed no major medical, neurological, or psychiatric 
disorders. Five of the nine normal subjects were wives of 
the Alzheimer’s disease subjects. None of the 23 subjects 
were taking psychotropic medications or had a history of 
neuroleptic or antidepressant treatment. Although there 
was a higher remale to male ratio among the normal 
subjects than among the patients, chi-square test indi- 
cated this difference was not significant. 

Before a subject’s participation, the procedure was 
fully explained and informed consent was obtained. 
All 23 subjects were admitted to the inpatient service 
at the Lafayette Clinic 1 day before the lumbar punc- 
tures. After overnight bed rest and fasting, the subjects 
underwent lumbar punctures between 9:00 a.m. and 
10:00 a.m. in the standard fashion with the subject in 
the lateral decubitus position. CSF (approximately 20 
cc) was collected on ice in a standardized manner and 
frozen at —70 °C. Aliquots fram a pooled specimen of 
the 3rd—17th ml were used for determination of GABA 
concentrations with a highly sensitive and specific ra- 
dioreceptor assay previously described by Enna et al. 
(6). Homovanillic acid (HVA) and 5-hydroxyindole- 
acetic acid (S-HIAA) concentrations were determined 
by high performance liquid chromatography; the sen- 
sitivity of the assay was 1 ng/ml of CSF, and the spec- 
ificity was analytically determined. There were no in- 
terfering peaks that appeared on the chromatograph. 
3-Methoxy-4-hydroxyphenylglycol (MHPG) was sep- 
arated by gas chromatography and identified and 
quantified by mass spectrometry of specific ion frag- 
ments; the sensitivity was approximately 0.1 ng/ml. 


RESULTS 


Although the mean CSF GABA concentration of de- 
mented patients was 28% lower than that of the normal 
subjects (table 1), a nonparametric Mann-Whitney test 
did not reveal statistically significant differences between 
Alzheimer and normal subjects in CSF GABA concentra- 
tions (U=82.59, N=23, p>0.05). Additionally, GABA 
concentrations did not significantly correlate with sever- 
ity of dementia as measured by scores on the Mini- 
Mental State and the Global Deterioration Scale. 

The five spouses of Alzheimer’s disease patients had 
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TABLE i. Age and CSF GABA Concentration In Patients With 
Probable Alzheimer's Disease and Normal Subjects 


GABA 
Age (years) (pmol/ml) 
Subjects Mean SD Mean SD 
Probable Alzheimer’s disease 
(N=14) 60.7 9.4 154.9 64.3 
Normal (N=9) 64.0 11.8 2164 101.5 
With demented spouse ‘N=5) 63.6 11.7 293.0° 58.9 
Without demented spouse 
(N=4) 64.5 13.8 120.8 29.4 


“Significantly higher than in normal subjects without demented 
spouses (U=0.0, p<0.03). 


a significantly higher mean concentration of GABA in 
the CSF than the four normal subjects without de- 
mented spouses (table 1). When we examined possible 
confounding variables, the higher CSF GABA concen- 
tration in spouses of Alzheimer’s disease patients could 
not be explained by differences in age, weight, height, 
or gender (7) between the groups. Additionally, the 
higher GABA concentration in spouses of Alzheimer’s 
disease patients was not accompanied by alterations in 
CSF concentrations of 5-HIAA, HVA, or MHPG. 


DISCUSSION 


Alterations in GABA neurotransmission have been 
postulated to play a role in the pathophysiology of a 
number of disorders such as Huntington’s disease, tar- 
dive dyskinesia, epilepsy, Parkinson’s disease, depres- 
sive illness, and anxiety. Abnormalities in cortical 
- GABA-containing neurons (3, 4) and CSF GABA con- 
centrations (5) have also been described in Alzheimer’s 
disease. The tendency for our Alzheimer’s disease pa- 
tients to have a lower mean CSF GABA concentration 
than our normal subjects might suggest that some cor- 
tical GABA-containing neurons are degenerating in 
this disorder; the nonsignificance of the finding might 
be due to the fact that these cortical neurons constitute 
a small percentage of the total GABA-containing neu- 
rons in the CNS. Alternatively, the statistically nonsig- 
nificant lower than normal mean concentration of 
GABA in this small sample of mildly to moderately 
impaired patients might suggest that CSF GABA is not 


altered in the early stages of Alzheimer’s disease. 
The dramatically high mean CSF GABA concentration 


in the caregiver spouses of the demented patients appears 


to be selective since it was not accompanied by high lev- 
els of HVA, 5-HIAA, or MHPG. We do not know the 
neurochemical basis for the high mean concentration of 
CSF GABA in these caregiver spouses. Many factors, 
such as improper handling and storage of CSF samples, 
comparisons of different CSF fractions, differences in the 
total CSF volume, prior exposure to psychotropic medi- 
cations, can influence CSF GABA concentration. Al- 
though these factors cannot be completely ruled out, our 
adherence to a standard procedure before and during 
lumbar punctures, use of the same CSF fraction, imme- 
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diate freezing of CSF, and exclusion of individuals taking 
psychotropic drugs make it unlikely that they are the 
only reasons for the higher mean CSF GABA concentra- 
tion in the caregiver spouses of the demented patients. 

Because providing continuous home care and super- 
vision to a demented individual is generally thought to 
be extremely stressful for the caregiver spouse (8), the 
higher than normal mean CSF GABA concentration in 
our caregiver spouses may be related to stress. There is 
a body of literature that is consistent with the possible 
role of GABA in the response to stress. The application 
of various types of acute stressors to animals has been 
associated with alterations in GABA concentration (9) 
and increases in the activity of the GABA receptor- 
gated chloride channel (10) in the brain. Moreover, it 
has been suggested that “alterations in GABAergic ‘in- 
hibitory tone’ may serve to attenuate the physiological 
and perhaps cognitive components of stress” (11). 
Therefore, the high mean CSF GABA concentration in 
our presumedly stressed, yet seemingly well-func- 
tioning caregivers of demented spouses may represent 
an adaptive response to chronic stress. 

To our knowledge, no studies in humans have ex- 
amined the effect of acute and chronic stress on GABA 
concentrations. Our preliminary, incidental, and sig- 
nificant finding suggests that further investigation of 
the relationship between stress response and GABA in 
humans is warranted. 
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Self-Cutting After Rape 


Gail S. Greenspan, M.D., and Steven E. Samuel, Ph.D. 


The authors present three cases of women who be- 
gan to cut themselves superficially after they had been 


raped. To the authors’ knowlege, no such findings — 


have been reported in the current literature on short- 
and long-term effects of rape. 
(Am J Psychiatry 1989; 146:789-790) 


he psychological effects of rape have been studied 

and described in the psychiatric literature by sev- 
eral authors, particularly in the past decade. This lit- 
erature began with the work of Burgess and Holm- 
strom (1), who first described the “rape trauma 
syndrome.” Symptoms common to this syndrome are 
anxiety, depression, disturbances in functioning, loss 
of appetite, insomnia, nightmares, flashbacks, sexual 
dysfunctions, social withdrawal, prolonged feelings of 
guilt or shame, and a number of changes in lifestyle. 
Nadelson et al. (2) found that 40%—5(0% of rape vic- 
tims-reported intermittent depressions and sexual dif- 
ficulties. Using improved research methods, Kilpatrick 
et al. (3, 4) have presented an increasingly clear picture 
of the aftermath of rape. 

To our knowledge, there have been no published 
reports of self-cutting after rape. By “self-cutting,”’ we 
are referring to the act of superficially lacerating the 
skin, usually of the wrist or forearm, with a sharp 
object and inducing, blood flow. In our work on a gen- 
eral psychiatric unit of a general medical teaching hos- 
pital, we have encountered several such cases. In all of 
these cases, self-cutting was a predominant symptom, 
but the history of sexual assault was not always im- 
mediately evident. After a full history was obtained, it 
became clear that the self-cutting was part of a post- 
traumatic stress disorder (PTSD) and that it began af- 
ter a rape. Neither of the women in the first two cases 
we present had a history of incest or child abuse or had 
been given a diagnosis of a personality disorder or a 
major depressive episode. The woman in the third case 
had a similar PTSD symptom pattern, and the onset of 
her cutting also followed rape, but she had a childhood 
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history of incest and a diagnosis of borderline person- 
ality disorder. 


CASE REPORTS 


Case 1. Ms. A, a 19-year-old white woman, was first hos- 
pitalized after an episode of wrist cutting. She had been in 
therapy for 3 months; her initial symptoms included severe 
anxiety, recurrent nightmares, a compulsion to bathe, and 
intermittent amnestic periods. She reported having been vi- 
olently raped by the same assailant several times, approxi- 
mately 8—9 months before she started therapy. The rape ex- 
periences were accompanied by threats of death were she 
ever to tell, 

At first, Ms. A had been unable to tell of her episodes of 
self-cutting. During a typical episode she would make several 
horizontal slashes on one forearm, using a piece of glass, the 
sharp edge of a can, or a knife. The cuts always drew blood 
but did not require sutures. During one particularly dis- 
turbed period of her life, she cut her upper thigh with a knife. 
She consistently reported the absence of pain during and 
after the self-cutting. The secrecy that surrounded this be- 
havior seemed to parallel the silence she felt she must main- 
tain about the rapes. She said that cutting her arm provided 
a release for unbearable tension that built up as part of a 
rape-related flashback. While it is not our purpose in this 
paper to explore the complex psychodynamic meanings of 
the cutting, it clearly expressed a terrifying and tremendous 
rage that she had suppressed and turned inward. 

This young woman had no prior psychiatric history. She 
had been a bright, outgoing student who had excelled both in 
school and in maay extracurricular activities. She had dated 
in high school and reported having had a normal sexual 
relationship with a boyfriend from age 17 to 18. She had no 
history of depression, drug abuse, promiscuity, or self-muti- 
lation before the rape. 


Case 2. Ms. B, an 18-year-old black woman, was admitted 
to the hospital for evaluation and treatment after an episode 
of cutting her arm with a piece of glass. Examination of the 
affected forearm revealed several overlapping and superficial 
cuts, approximately 2—3 cm in length; sutures were not nec- 
essary. She reported that a small amount of blood had flowed 
immediately after her cutting. She initially admitted to sui- 
cidal ideation, feeling miserable, and the recent onset of in- 
somnia, nightmares, and social withdrawal. Two weeks be- 
fore this episode of self-cutting she had first superficially 
lacerated her arm but had told no one. 

During her first week of hospitalization, Ms. B was able to 
gain support from hospital staff. However, she was clearly 
more uncomfortable and withdrawn around the male psy- 
chiatric resident and nurses than with the female attending 
psychiatrist and nurses. She gradually opened up to a female 
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staff member about the events that had precipitated her hos- 
pitalization. With considerable trepidation, she admitted to 
having been raped by an unknown assailant 5-6 months 
before this admission. She was warned by her attacker to 
keep quiet about the rape. She reported many of the typical 
symptoms of rape trauma syndrome and a growing sense of 
shame, dirtiness, self-blame, and a wish to die as a means of 
escape from this misery. 

Ms. B had attempted suicide 2 years earlier; she took an 
overdose of her seizure medication after being separated 
from the foster family with whom she had grown up. Our 
understanding of her behavior at the time of this earlier event 
is more consistent with an adjustment disorder with de- 
pressed mood (in reaction to a sudden and traumatic sepa- 
ration from her foster family) than with a major depressive 
episode. She was later reunited with the family. Ms. B re- 
ported a return to her usual mood and behavior in the en- 
suing period, until the rape. After beginning to talk about her 
traumatic experience, she expressed a desire to continue in 
psychotherapy after discharge from the hospital. 


Case 3. Ms. C, a 32-year-old white woman, was seen in 
outpatient supportive group therapy for victims of rape and 
incest. She had been hospitalized a number of times for self- 
cutting. She stated that she first started to cut herself after she 
had been raped at the age of 18. When she cut herself, she 
usually used a knife or razor and made multiple horizontal 
4—5-cm slashes on her forearms and/or thighs. Occasionally 
these required sutures. Her forearms were badly scarred; she 
always wore long sleeves and long skirts, in part to cover the 
multiple cuts. The occurrence of blood flow was an impor- 
tant signal to her to stop cutting. To our knowledge, she 
never suffered a major blood loss because of the cutting. She 
stated clearly that her episodes of self-cutting were never 
actual suicide attempts but, rather, her only means to relieve 
overwhelming and painful tension. She had been raped sev- 
eral times in her adult life, by different assailants. She re- 
ported bouts of anxiety, flashbacks, insomnia, frequent urges 
to bathe, sexual inhibitions, and weight gain since the as- 
saults. Ms. C felt that her acts of self-cutting were intimately 
related to being raped and frequently felt frustrated by her 
unsuccessful mastery of her intense feelings. 


DISCUSSION 


The literature on aggression after trauma has only 
recently begun to address self-destructive behaviors (5, 
6). There have been suggestions that individuals who 
have experienced child abuse or incest reveal more 
marked difficulties in expressing aggression (7). Our 
observations of the more general psychiatric popula- 
tion of self-cutters certainly bear this out. In addition, 
more severe psychopathology after rape is found in 
victims of prior sexual assault, as has been mentioned 
by Santiago et al. (8) and others. 

The type of self-mutilation we have described—a 
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superficial cutting of the forearm, often occurring in a 
state of depersonalization—seems to resemble the 
“delicate cutting” described by Pao (9). In fact, the 
cutting represents an attempt to end these frightening 
depersonalized feelings. 

While we have reported only a few cases, it is our 
impression that this phenomenon may be underre- 
ported, because of a few factors. First of all, when 
patients come to crisis centers with self-inflicted non- 
lethal injuries, they are all too often diagnosed as bor- 
derline in an almost knee-jerk response. Needless to 
say, labeling a patient “borderline” in no way explains 
the self-cutting and may in fact unduly influence the 
examiner to avoid gathering additional, more relevant 
information about the cutting. The unfortunate out- 
come, in many cases, is the obscuring of symptoms of 
PTSD. 

Second, taking a sexual history that includes trau- 
matic sexual events is not routine in all initial psychi- 
atric interviews. Sexual abuse is one of the most likely 
events to be consciously suppressed or unconsciously 
repressed. House and Thompson (10) suggested some 
basic steps for the initial psychiatric evaluation of self- 
injuring patients. We recommend including sensitive 
questioning about rape (and incest) as part of the ini- 
tial psychiatric evaluation, especially with patients 
who cut themselves. 

We would welcome additional reports from col- 
leagues who have seen patients who start self-cutting 
after rape. 
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DISORDERS OF AGING 


Handbook of Clinical Gerontology, edited by Laura L. Car- 
stensen, Ph.D., and Barry A. Edelstein, Ph.D. New York, 
Pergamon Press, 1987, 399 pp., $75.00. 


A central theme of adult development is the crisis precip- 
itated by the recognition and acceptance of our finiteness in 
time and the inevitability of personal death. This relentless 
progression through old age toward death is described to 
Kate by King Henry V (Act V, Scene ii, line 155): 


A good leg will fall; a straight back will stoop; a black 
beard will turn white; a curled pate will grow bald; a 
fair face will wither; a full eye will wax hollow; but a 
good heart, Kate, is the sun and the moon; or, rather, 
the sun, and not the moon; for it shines bright and never 
changes, but keeps his course truly. 


What is this quiddity called “old age”? Hippocrates be- 
lieved old age began at 55 years. The tragic character Lear 
was “fourscore and upward” when he began his final jour- 
ney toward decrepitude and death. Psalm 90:10 puts old age 
at 70: 

The days of our years are threescore years and ten; 
and if by reason of strength they be fourscore years, yet 

is their strength labour and sorrow; for it is soon cut off, 

and we fly away. 


Yet, independent of this heterogeneity in the notion of 
“old age,” we must still address the clinical needs of our 
ever-increasing aged population. Gerontologists have long 
recognized the manifold and conflating variables that influ- 
ence both the nature and course of the journey through late 
life. To help clinicians address the multiple factors involved 
with the medical and psychological problems of the elderly, 
Drs. Carstensen and Edelstein have edited this Handbook of 
Clinical Gerontology. It is written for the student interested 
in the broad issues of clinical gerontology and for the “‘sea- 
soned clinician” who is searching for a “comprehensive re- 
source on which one can rely for an up-to-date discussion of 
medical, social, or mental health problems, both within and 
outside one’s specialty area.” 

The name “handbook” may be a misnomer. By my under- 
standing, a handbook is small enough to be held in the hand, 
is primarily written for practitioners, and is expected to get 
constant revision and reference. This one is divided into five 
parts with a total of 28 well-referenced‘cha>ters by different 
authors, an author index, a subject index, and a collection of 
brief author biographies. It is 36 cm by 18 cm by 3 cm and 
weighs 1.01 kg. 

Part one reviews several theories of biological aging, dis- 


cusses cytogerontology as it relates to aging at the cellular - 


level, outlines normative age-related physical and psycho- 
logical changes, and underscores the importance of increas- 
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ing the environmental variety and human social milieu of 
institutions. 

Part two provides an introduction to ‘the mental health 
problems attending old age. Included are discussions of the 
geropsychiatric aspects of the diagnosis and treatment of 
depression, dementia, paranoia, alcohol abuse, and sexual 
dysfunction. 

Part three conironts and reviews many of the issues in- 
volved with geriatric medicine as it pertains to cancer man- 
agement, cardiovascular illness, orthopedic problems, and 
the omnipresent use of medication. The chapter on medica- 
tions has a particularly useful disquisition on pharmacody- 
namics and pharmacokinetics, adverse drug interactions, and 
the diminished capacity of homeostatic mechanisms in the 
geriatric population. 

Part four focuses on the major behavioral problems in old 
age that often emerge from physical insult, including func- 
tional disabilities that compromise interaction with the social 
structure, Among these are pain, wandering and disorienta- 
tion, dependency, sleep disturbances, urinary incontinence, 
family problems, and the cognitive, psychosocial, and behav- 
ioral sequelae of cerebrovascular accidents. 

Finally, part five reflects some of the more abstract social 
issues confronting the elderly. Included here are chapters on 
the concept of social support, the nature of bereavement, the 
notion of a place called home, geroethnic issues of the black 
elderly, geropolitics and the Gray Panthers, and ethical con- 
siderations with respect to competence, autonomy, research, 
and therapy. 

Although this tome is extremely well written and well ed- 
ited (I found only seven typographical peccadilloes in more 
than 400 pages of text), I had a disquieting sensation of déjà 
vu while reading it. There is nothing new or exciting here. 
My disquietude is partially explained by the rapid turnover 
of scientific information and concurrent advances in geriatric 
medicine. Not discussed at all are recent advances in Alzhei- 
mer’s disease research, which include the suggestion of the 
need to prevent amyloid protein accumulation in the brain 
and that either a virus or a gene deficit for controlling an 
enzyme for amyloid proteolysis may be involved. Similarly, 
most of the chapter references are from 1985 or earlier. I can 
readily sympathize with the editors’ need to start somewhere 
in time and to limit the scope of included topics. However, as 
this handbook grows with constant revision, I would hope 
that additional topics such as neglect and abuse of the el- 
derly, emergency geroneuropsychiatry and medicine, the eco- 
nomic impact of an aging population on resource allocation 
and life-prolonging medical interventions, gerolegal prob- 
lems, and geriatric epidemiology would be included. 

Whether we personally confront old age “withered like an 
old apple-john” or end our days like “the wonderful one- 
hoss shay” of Tie Deacon’s Masterpiece, as clinicians we 
cannot forsake the clinical needs and concerns of our geri- 
atric patients. Updated compendia like the Handbook of 
Clinical Gerontology not only will add to our knowledge 
and clinical acumen but may also help defuse the growing 
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time bomb of ageism. To paraphrase, Rabbi Nahman of 


Bratslav, one can gauge a country’s greatness by its treatment 
of the aged. 


MICHAEL F. HEIMAN, M.D. 
Napa, Calif. 


Treating the Elderly With Psychotherapy: The Scope for 
Change in Later Life, edited by Joel Sadavoy, M.D., and 
Molyn Leszcz, M.D. Madison, Conn., International Univer- 
sities Press, 1987, 365 pp., $37.50. 


This excellent book has many useful ideas in its text and 
bibliographies. There are also name and subject indexes, an 
instructive preface that explains the origins of the book’s 
material, and a superb foreword by Irvin D. Yalom, M.D., 
which is almost a book review in itself. Three of Dr. Yalom’s 
points are dealt with in depth in the text. 1) The book dispels 
the myths spawned by contemporary ageism and by archaic 
psychoanalytic concepts of human development. 2) It does 
not present the elderly as untreatable people with rigid, in- 
elastic personality structures. 3) The age-specific dynamic 
theme of loss runs unsilently and deeply throughout the 
book; loss of possibility is the most grievous. 7 

The book has 11 chapters divided into three sections: Gen- 
eral Psychodynamic Perspectives, Manifestations of Psycho- 
pathology, and Specific Psychotherapeutic Modalities. Dr. 
Sadavoy’s chapter seven is the spine of the book. 

In the first chapter, George H. Pollock, M.D., APA’s im- 
mediate past-president, discusses the mourning process and 
the subsequent liberation process, describes four main con- 
siderations in working with older adults (antecedent psycho- 
pathology, situational crises, the effects of organic health 
status on the psyche, and personal capacities that foster suc- 
cessful psychoanalytic treatment), and calls to our attention 
some interesting ideas about fear and death. “What seem- 
ingly concerns .. . older patients the most is fear of pain and 
suffering, helplessness and hopelessness, isolation and lone- 
liness, physical and mental impairment, loss of competency 
and adequacy, and the need to rely upon those who may 


abandon them. Unlike young patients, the elderly do not fear 
death. At times they welcome it as a relief from pain-and. 


anguish. Death may be a completion . . . or even a freedom.” 
I think that Dr. Pollock’s comments on death are more 
likely to fit the case of the normal person who feels he or she 
has completed the full life cycle. For those persons who 
have not done so, the angst and anger are proportional to 
the degree they feel that they have been cheated or de- 
prived by the forces of life. Patients with personality disor- 
ders are the least prepared for aging, loss of action outlets, 
and institutionalization. l 
The chapter by Dr. Sadavoy, “Character Disorders in the 
Elderly,” is impressive in its depth of information. His 58- 
page overview, when added to the 62-page chapter by Henry 
Krystal, M.D., “Impact of Massive Psychic Trauma,” repre- 
sents more than one-third of the text. I conclude that these 
authors find that for many persons institutionalization is not 
a satisfying dependency gratification but a massive psychic 
trauma. Dr. Sadavoy tells us how the institutionalized elderly 
person burdened with a personality disorder may have inner 
tensions that build to unbearable levels. This results in ab- 
errant interactional patterns and exacerbation of narcissistic 
defenses, hypochondriasis, and depressive withdrawal. Dr. 
Krystal points out that massive psychic traumatization has 
dynamics and a history of its own and that the therapy and 
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dynamics of neuroses may not be applicable to these kinds of 
psychic trauma. He states that people are severely damaged 
when their physical safety is threatened, their autonomy is 
violated, and they are subjected to oppression and humilia- 
tion. Apparently this is how many elderly persons feel about 
having to leave their own dwelling and being placed in a 
nursing home. The change in circumstances, the confine- 
ment, and the intensity of the closeness all compare unfavor- 
ably with what existed before, and this combined with the 
stress factors described by Dr. Sadavoy are just too much. 

The exaggerated helplessness syndrome, described in a 
chapter by Lawrence Breslau, M.D., is a major coping ap- 
proach of some elderly people. Paranoid phenomena are an- 
other; these are described by Adrian Verwoerdt, M.D. Chap- 
ters on different aspects of therapy are provided by Jerome 
M. Grunes, M.D., Martin A. Berezin, M.D., Ralph J. Ka- 
hana, M.D., Lawrence W. Lazarus, M.D., and Lesley 
Groves, M.S., Etta Ginsberg McEwan, M.S.W., and Molyn 
Leszcz, M.D. These range from brief psychotherapy to long- 
term psychotherapy and cover psychoanalytic psychodynam- 
ics, family therapy, and group therapy. 

Although the book suffers somewhat from being a synthe- 
sis of separate presentations, and one could argue for a dif- 
ferent chapter sequence, the chapter sequence used is fine and 
the interrelatedness of the material makes the synthesis not 
difficult. Indeed, this excellent book could serve as a text on 
the treatment of the nation’s elderly for teaching psychia- 
trists in the second or third year of training and for updating 
the knowledge of those already practicing. It only touches on 
the problems encountered in guardianship and advocacy for 
proper standards of care for the elderly who can no longer 
maintain completely independent function. Any second edi- 
tion should contain a chapter on these forensic aspects. 

The quality of the case descriptions in this book is truly 
outstanding. They are the best in terms of diagnosis, treat- 
ment, and program presentation that I have encountered in 
more than 24 years of study. In the hands of an experienced 
psychiatrist who has done both inpatient and outpatient 
treatment, uses team approaches, and is willing to look for 
the psychodynamic diagnosis as well as the nosological di- 
agnosis, these case descriptions can serve as marvelous teach- 
ing vehicles for both acute and long-term treatment. They 


_ will give support to those who feel pressured by the brief 


therapy, health maintenance organization, and rapid admis- 
sion-rapid discharge movements. Both short-term and long- 
term treatment opportunities are needed, and this book can 
teach how to conduct both. 


LAWRENCE K. RICHARDS, M.D. 
Champaign-Urbana, Il. 


ParentCare: A Commonsense Guide for Adult Children, by 
Lissy Jarvik, M.D., Pb.D., and Gary Small, M.D. New York, 
Crown, 1988, 299 pp., $19.95. 


This book has universal appeal. We all have or had parents 
we care about in one way or other, and more and more of us 
find ourselves having to assume some kind of responsibility 
for our parents, at times somewhat similar to the kind of 
responsibility they had for us as children. Our professional 
literature abounds with descriptions of the theory and prac- 
tice of child development and parenting, but ParentCare is in 
the avant-garde of literature pertaining to the development 
of middle-aged children as they adapt to their parents’ de- 
cline in today’s society. ParentCare reflects the authors’ em- 
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pathy for those involved in this developmental task. In a 
highly readable conversational style, they make a concerted 
effort to assist adult children to master intergenerational sit- 
uations that are often fraught with conflict and frustration. 

Each chapter of this book is elegantly introduced by a 
pertinent quotation from our sages, poets, and philosophers. 
Historical derivatives and phonetic spellings of medical 
terms are provided and explicit explanations giver for the lay 
reader. 

Each theoretical or practical point is demonstrated with 
poignant and lively first-name vignettes that give the reader 
the impression of having been there and getting to know the 
situation in a very personal way. The authors bring their 
professionalism and wealth of experience to the task of ed- 
ucating their readership to become active listeners and effec- 
tive negotiators on behalf of themselves and their parents. 

The authors discuss the defense mechanisms explored by 
Anna Freud that occur in health and pathology in children. 
They translate these mechanisms for the lay person in a sche- 
matic way to show how the problem-solving capacity can be 
enhanced and how blocks to further ego development can be 
alleviated in the middle years when children are faced with 
the care of their parents. The book is preventive in tone and 
focuses on maintaining intergenerational mental health and 
relationships. 

Each chapter covers a range of problems that can occur 
during aging. Not only do the authors share their resource- 
fulness, they also invite the reader to fill in a commonsense 
checklist (p. 24) to make the recommendations they give 
relevant to the reader’s situation. There is also a fill-in form 
to show the parallels between the parents’ lifelines from birth 
to death and those of the adult child caregivers (p. 125). 

Theory and practice are well blended in this book. It 
touches on many of the experiences of parents that their 
adult children often react to strongly, such as the parents’ 
retirement, relocation, widowhood, remarriage, illness, dis- 
ability, and financial, sexual, and nutritional concerns. It also 
discusses other losses, including death and dying. The au- 
thors invite the reader to go through the halls of a nursing 
home as though with a recorder in hand capturing sight, 
sound, and odor. 

Historical perspectives are used to assist in overcoming 
bias, and psychodynamic perspectives are used to bring ex- 
pectations and realities closer together. The appendixes are 
full of useful information and admonitions. The caregiver, so 
often a daughter or daughter-in-law, who has read Parent- 
Care may come across as “knowing it all,” or at least being 
able to find it all out (even if only by following the authors’ 
recommendations not to hesitate to contact the physician 
day or night). The appendixes focus on topics such as Alz- 
heimer’s disease, descriptions of the various health care pro- 
fessionals, side effects of antidepressants, durable power of 
attorney, the living will, and a listing of resources in geriatric 
medicine, including a state-by-state listing of geriatric psy- 
chiatry fellowship training programs. 

This book, although written for the adult child, is recom- 
mended for a wide audience. Professional providers of care 
need to keep up with the consumers of health and mental 
health care. It is a welcome addition to any psychiatrist’s 
office, psychiatric library, general hospital library, and any 
reading list of courses for gerontologists, medical students 
rotating through psychiatry, and residents in any medical 
specialty, especially psychiatry. The ever-burgeoning number 
of family practitioners should have a copy in their offices to 
learn when psychiatric referrals are ‘indicated—when the 
problem-solving capacity of the adult child is impaired in 
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dealing with the three-generational concerns of the sandwich 
generation. Both families and clinicians can benefit from 
reading ParentCare. Psychiatrists should recommend it to 
their colleagues in other medical specialties. 


MARION Z. GOLDSTEIN, M.D. 
Buffalo, N.Y. 


DISORDERS OF CHILDHOOD 


Handbook of Autism and Pervasive Developmental Disor- 
ders, edited by Donald J. Coben and Anne M. Donnellan. 
New York, John Wiley & Sons, 1987, 757 pp., $55.00. 


As a child psychiatrist working in the real agora of pa- 
tients, parents, school administrators, and politicians, J daily 
see in each child with autism or other pervasive developmen- 
tal disorder the most strikingly obvious reason why some of 
us in psychiatry develop a recurrent ambivalence toward an 
omnipotent and just God. Perhaps it is our medical school 
training, heavily influenced by William Osler’s demanding 
cold precision in the handling of our patients, or the para- 
noiagenic exposure to Melvin Belli prototypes that foster 
these fears, but each such child certainly illustrates in sharp 
relief what Lorra Wing so understatedly said about these 
disorders: “Nature never draws a straight line without 
smudging it.” 

In their preface, the editors state that “a handbook is not 
only a summary of what is known, but also a guide to areas 
that are poorly or not at all charted.” This handbook 
achieves all that and more. It probes, challenges, and tests to 
the utter limits of each research finding’s possibilities the 
untested boundaries of each discipline’s perimeter. The 54 
chapters of the book are divided into four sections. The feat 
of getting 76 contributors and 30 members of the editorial 
board, coming from such normally adversarial fields as law, 
communication disorders, psychology, vocational rehabilita- 
tion, pediatrics, neurology, and “the entire scope of biomed- 
ical sciences,” to agree to talk with each other under the 
umbrella of a t:ght and uniform editorial writing style is 
awesome in and of itself. 

In the Philipp:nes, there is a practice called the lauriat in 
which a host displays respect for a very honored guest by 
offering a cornucopia of apparently unrelated dishes num- 
bering no less than eight at a time. The feast usually lasts 4 
hours, at least. Each dish is so unique and so filling that no 
gourmand leaves unsated, and each gourmet sits awed by the 
challenge to the more than 200 taste buds each of us is 
supposed to possess. This is how I felt as I savored this 
lauriat for 4 weeks. From the sobering admission that autism 
and pervasive developmental disorders are lifelong and dev- 
astating to the hopeful taste of new research breakthroughs 
and successful intervention and advocacy strategies, I ended 
the banquet nourished and energized. 

The book starts out by reviewing known “facts” as well as 
the contradictions of such facts. It then discusses misleading 
and destructive belief systems, such as “refrigerator moth- 
ers” and “‘unreachable robots.” From Kanner to Rutter, like 
a wise and compassionate avuncular tour guide, the book 
knowingly and with piquant humor treats us to more than a 
cook’s tour of the blind alley paths of yesterday to the sud- 
den panorama opened up by biomedical, language, and ed- 
ucational research. Although Campbell’s chapter on psycho- 
pharmacology is a bit weak and tentative, the overall tenor 
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of this handbook is one of robust enthusiasm that leads us to 
a more enlightened understanding not only of pervasive de- 
velopmental disorders but of the human being in general. 
Already, my approach to my adult patients has been mark- 
edly affected by the insights drawn from the chapters on 
cognitive and neurochemical research and those on advocacy 
and legal strategies. It was striking for me to discover that so 
many of my difficult-to-reach adult patients had indeed suf- 
fered from undiagnosed pervasive developmental disorders 
in childhood. I am now treating a whole family of patients 
formerly treated in various institutions as having simple af- 
fective acting-out disorders. I serendipitously discovered that 
these patients had pervasive developmental disorders and 
psychomotor seizure disorders; they are responding quite 
nicely to divelproex sodium. 

The chapters written by the authors in the field of educa- 
tion deserve to be singled out as outstanding, not only in 
their obvious scholarliness but also for their admirable dem- 
onstration over the years that treating the human being with 
any problem is not just the province of the “medical model” 
of old. Such treatment requires a team approach that in- 
cludes not only the patient and the parents but also a vast 
support system. As monopolists obsessed with our own ter- 
ritorial imperative, we psychiatrists have refused or were 
afraid to tap this support system. The chapter by Frank War- 
ren, Associate Director of Community Services for Autistic 
Adults and Children in Rockville, Md., describing the evo- 
lution of the Training and Education for Autistic and Other 
Children With Communication Handicaps Program, starting 
with its inception by a small group of parents in North Caro- 
lina in 1968, is profoundly humbling, entertaining, and effec- 
tive. This chapter should be read by all parents and profes- 
sionals in the helping professions because Warren shows 
us, through clear, concrete strategies, how individuals and 
Organizations can overcome being insouciant, withdrawn, 
or hopeless and be converted into powerful forces to be 
reckoned with. This chapter is a hopeful and pragmatic 
workbook. | 

I unabashedly recommend this book for everyone—not 
just for collecting dust but for daily reference. This is an 
action book, and I am actively promoting it through speeches 
in our local churches, parent-teacher association meetings, 
and local area education agencies, advocacy groups, and 
classrooms. 


TRUCE T. ORDONA, M.D. 
Davenport, lowa 


The Hyperactive Child, Adolescent, and Adult: Attention 
Deficit Disorder Through the Lifespan, by Paul H. Wender, 
M.D. New York, Oxford University Press, 1987, 150 pp., 
$6.95 (paper). 


Attention deficit disorder is one of the more important 
psychiatric disorders of childhood. It is important because of 
its prevalence in the general population and because of its 
prevalence in children who are referred for evaluation to 
child psychiatrists and other mental health practitioners. 
Moreover, the untreated outcome of attention deficit disor- 
der in childhood is often continuing problems in adolescence 
and perhaps persistence into adult life. 

In 1973, Paul Wender, one of the leading researchers in the 
area of attention deficit disorder, authored The Hyperactive 
Child (1) to provide parents with information about the na- 
ture, causes, and treatment for what at that time was called 
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the hyperkinetic syndrome. In 1978, with Esther Wender, hi 
published a revised version of the book (2), which containex 
up-to-date information about the learning problems ofter 
seen in children with this disorder. 

Now Wender has produced The Hyperactive Child, Ado 
lescent, and Adult: Attention Deficit Disorder Through thi 
Lifespan, which is a continuing update including more in 
formation about the adolescent and adult outcome of thi: 
disorder. The current book has seven chapters. The firs 
chapter, the introduction, discusses the various name 
changes that this condition has undergone. The second chap 
ter discusses in detail the characteristics of children with at 
tention deficit disorder. The third chapter discusses possible 
causes and the effects of the temperamental difficulties o 
children with attention deficit disorder on school perfor 
mance, on peer relationships, on parental relationships, anc 
on the children’s feelings about themselves. The fourth chap 
ter discusses the development of children with this disorder 
beginning from the preschool age range and continuing 
through the life span. Chapter five discusses treatment of the 
child with attention deficit disorder under the headings o 
Medical Treatment, Psychological Management, Educa: 
tional Management, and Special Problems of Adolescence 
The sixth chapter discusses attention deficit disorder ir 
adults, including its clinical picture, diagnosis, and medica 
and psychological treatment. The last chapter, entitlec 
“Finding Help,” discusses diagnostic procedures for atten 
tion deficit disorder in general and specific difficulties in find. 
ing appropriate treatment for adult attention deficit disorder 

Like the first two editions, this book should be in the 
personal library of every clinician of any discipline who deal: 
with children with attention deficit disorder, adolescents, 01 
adults on a regular basis. The book is very clearly writter 
and is free of technical jargon, so that it can be understooc 
by parents and by professionals in nonmedical discipline: 
who might not be as familiar with medical terminology a: 
with the terminology used in this book. This book is highly 
recommended for parents who have just been told that thei 
child has attention deficit disorder. It is also highly recom- 
mended for teachers who have to deal on a daily basi: 
with children with attention deficit disorder and who ofter 
do not have a background in recognizing and managing this 
disorder. 

Since the first two editions of this book came on the mar- 
ket, two other noteworthy books written for parents have 
appeared that should be considered in addition to the curren 
Wender book. These are Attention Deficit Disorder and Hy 
peractivity, 2nd ed., by Ronald J. Friedman and Guy T 
Doyal (3) and The ADD-Hyperactivity Workbook for Par 
ents, Teachers, and Kids by Harvey C. Parker (4). Friedmar 
and Doyal’s book is organized along lines similar to the 
Wender book and goes into great detail about the nature 
management, and future adjustment of children with atten 
tion deficit disorder. Useful appendixes include rating scale: 
that can be used as diagnostic instruments and a list of pro 
fessional and parent organizations. The ADD-Hyperactivit: 
Workbook is just what the name implies. It is a how-to-do-i 
manual for both parents and teachers. Charts, rating scales 
examples of behavioral contracts, suggestions for teachers 
reading lists for parents and teachers, and a list of paren 
support groups and associations are very prominent in thi 
book. 

All three of these books are recommended for parents anı 
teachers of children with the attention deficit disorder syn 
drome. Although they overlap to some degree, they are dif 
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ferent enough from each other that a clinician would do well 
to have all three in his personal library. 
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Advances and New Directions: Basic Handbook of Child 
Psychiatry, vol. 5, edited by Justin D. Call, Richard L. Co- 
hen, Saul I. Harrison, Irving N. Berlin, and Lawrence A. 
Stone; Joseph D. Noshpitz, editor-in-chief. New York, Basic 
Books, 1987, 720 pp., $65.00. 


Guided by a group of distinguished scholars in child and 
adolescent psychiatry, the publication of this volume of the 
Basic Handbook of Child Psychiatry canonizes the changes 
in child and adolescent psychiatry that have been apparent to 
many of us for a number of years. The field of child and 
adolescent psychiatry is developing at an ever-quickening 
pace; each year the number of articles and books published 
in this field increases. However, this increase in production 
only begins to reflect the substantial changes that are occur- 
ring in child and adolescent psychiatry. Dr. Noshpitz ob- 
serves that several major conceptual shifts are occurring that 
have an impact on the field. First, there is a shift from “‘the 
classical position... favoring the dynamics of a case” to 
basing clinical reports on “survey findings... and the data 
from multiple cases.” Second, standardized techniques for 
the assessment and categorization of childhood disorders are 
being developed. Third, new diagnostic and therapeutic 
strategies result from the application of behavioral methods, 
operant conditioning, and social learning theory. Fourth, the 
importance of understanding brain physiology and psycho- 
pharmacology as they relate to childhood disorders is being 
recognized. These observations herald the arrival of a new 
vision of what child and adolescent psychiatry is and will 
become. 

In this volume we find an attempt not only to report ad- 
vances in the field but to add to the sizable foundation of- 
fered in the first four volumes. Paralleling the first four vol- 
umes, the book’s 76 chapters are organized into seven 
sections. Adding continuity to the handbook, the editors of 
the seven sections of this volume have served as editors of 
previous volumes in the series. 

In section one, Development, we find an overview of sev- 
eral areas that are greatly influenced during development. 
Particular emphasis is placed on the neurobiological devel- 
opment of the CNS, the influence of environmental and hor- 
monal factors on the CNS, and the interplay of development 
and the administration of medications. Notable is the chap- 
ter by Coyle and Harrison, who review the development of 
the principal neurotransmitter systems and discuss the im- 
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plications of their development on the expression: of child- 
hood psychiatric disturbances. Language acquisition, gender 
identity, separation-individuation, and continuity and dis- 
continuity in development are also discussed. 

In section two, Varieties of Development, we find a dis- 
cussion of children’s responses to circumstances such as 
chronic illness in themselves or their siblings. There is also a 
discussion of the developmental impact of incest, a timely 
inclusion. Obvious topics that are lacking in this section are 
children’s responses to AIDS, organ transplantation, and 
drug abuse. Given the inclusiveness of the topics covered in 
this and previous volumes, these topics will undoubtedly ap- 
pear in the next update. 

Section three, Assessment, is particularly strong. Thought- 
ful overviews are provided of the most important issues con- 
fronting child and adolescent psychiatry—namely, assess- 
ment techniques, the use of DSM-III-R, and the application 
of biological techniques. Of particular interest are the chap- 
ters by Costello on structured interviews, Edelbrock on rat- 
ing scales, and Kazdin on single-case design. Costello and 
Edelbrock discuss the methods by which empirical data can 
be collected and Kazdin demonstrates the methodology by 
which this information can be applied to single-case studies. 
Overviews of technical areas demonstrating relevance to 
child and adolescent psychiatry, including brain imaging 
techniques, assessment procedures for sleep disorders, com- 
puterized EEG, and biological tests in the diagnosis of affec- 
tive disorders, balance this section and provide a glimpse of 
future areas of exploration. 

Section four, Deviations in Development, deals with the 
diagnostic categories usually found in handbooks and then 
some. In addition to chapters written by leading authorities 
reviewing depression, anxiety disorders, Tourette’s disorder, 
attention deficit disorder, psychoses, and eating disorders, 
there are chapters on topics that are seldom discussed but 
often encountered in clinical practice. These include psychic 
trauma, child sexual abuse, childhood narcissistic and bor- 
derline disorders, and learning disabilities. It is refreshing 
to see a diagnostic section that attempts to deal with the 
diagnostic complexity of our specialty rather than presenting 
a simple overview. 

Section five, Therapeutics, nicely mirrors section four. 
Each of the diagnostic categories is covered from a therapeu- 
tic perspective. The strength of this section is the description 
of pharmacological, psychotherapeutic, and behavioral in- 
terventions that can be used in the management of this broad 
range of disturbances. 

Section six, Prevention, and section seven, Impact of Cur- 
rent Events, round out the volume. In section six Brunstetter 
reviews a number of important epidemiologic investigations 
in child psychiatry. The remaining chapters present the re- 
sults of several preventive intervention programs. The chap- 
ter by Greenspan and White is particularly interesting due to 
the care given to the delineation of specific issues and their 
operationalization for research. Section seven provides a 
sense of the milieu in which children live and in which the 
practice of child and adolescent psychiatry occurs. 

It is safe to say that there is not another textbook or series 
of textbooks that attempts to deal with the immense scope of 
child and adolescent psychiatry as does the Basic Handbook 
of Child Psychiatry. Although not perfect, this volume ap- 
pears to have realistic goals and an accurate view of its lim- 
itations and its audience. Rightfully, Dr. Noshpitz does not 
see this volume as definitive but as a temporary guidepost in 
the evolution of a specialty. He does not pretend to offer this 
as a handbook tor researchers as much as a handbook for 
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“the mental health professional in general and the child psy- 
chiatrist in particular.” Its goals are “to educate, to enrich, 
and to widen the perspective of practitioners, to make them 
aware of the newest clinica] data, and to alert them to the 
frontiers where novel developments are likely to arise.” This 
it does. Advanced for medical students, it provides an excel- 
lent overview for the general resident, child fellow, and clin- 
ical practitioner. 

I have only three recommendations: change the title to the 
Basic Handbook of Child and Adolescent Psychiatry, include 
more information concerning adolescents, and publish addi- 
tional updates more often. Texts such as this are needed by 
all subspecialties so that progress can be chronicled and so 
that progress can continue. 


NORMAN E. ALESSI, M.D. 
Ann Arbor, Mich. 


Children and Criminality: The Child as Victim and Perpe- 
trator. Contributions in Criminology and Penology 13, by 
Ronald Barri Flowers. Westport, Conn., Greenwood Press, 
1986, 223 pp., $35.00. 


This book is devoted to sounding an alarm about dangers 
to and from children everywhere in the United States. It 
makes no effort toward a balanced consideration of these 
dangers; that is not the author’s intent. The book is about 
evenly divided between the first section, The Child as a Vic- 
tim, and the second section, The Child as Perpetrator. 

Part one is concerned with all forms of child abuse, from 
infanticide to mutilation (circumcision, including circumci- 
sion of girls in some Moslem countries) to incest. Changes in 
moral views over time are registered. Aristotle is cited as 
saying, “The justice of a master or a father is a different thing 
from that of a citizen. For a son or slave is property and there 
can be no injustice to one’s own property.” The author em- 
phasizes the massiveness of the problem of child abuse and 
the difficulties of definition of what precisely constitutes vic- 
timization. The tendency of the author is to resolve border- 
line cases as instances of victimization. He makes the book 
readable with short chapters addressing particular aspects of 
child victimization. 

There is much evidence that child abuse is grossly under- 
reported. The rates are increasing, but this is probably due to 
better reporting. Physical abuse is most likely in the very 
young, and the first year of life is the year of highest risk, The 
author points out that a strong correlation has been shown 
between child abuse and an unwanted pregnancy and that 
pregnancy soon after the birth of a previous child increases 
the risk of child abuse. Child abuse is more frequent in large 
families than in small families. 

Sexual abuse is the most frequent form of child abuse (p. 
76). It looms highest in the 12~17-year age range. Female 
victims outnumber male victims 10 to 1. The offenders are 
male in 97% of the cases, and the median recorded age of 
offenders is 31. 

The second half of the book is concerned with the child as 
perpetrator of criminality. Various theories of delinquency 
are considered, essentially with the conclusion that delin- 
quent behavior is too diverse to be accounted for under any 
one theory. Poor parenting and parental inconsistency are 
recognized as factors in the development of delinquency. The 
importance of cultural traditions is suggested by the fact that 
American children of Chinese, Japanese, and Jewish back- 
grounds have extremely low delinquency rates. 
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In an appendix the author presents a model statute for the 
study of child victimization and provision of treatment for 
the child victim. This would be a national study, set up by the 
Secretary of Health and Human Services, with an initial ap- 
sh aa of 20 million dollars for the first fiscal year of the 
study. 

The book is useful as a catalog of the extent and extreme 
variety of problems of child abuse and their overlap with the 
criminal behavior of children. 


RICHARD L. JENKINS, M.D. 
Iowa City, lowa 


Hyperactive Children Grown Up: Empirical Findings and 
Theoretical Considerations, by Gabrielle Weiss and Lily 
Trokenberg Hechtman. New York, Guilford Press, 1986, 
352 pp., $32.50. 


Despite decades of research, several changes in name, and 
the medication of thousands of children, the syndrome of 
hyperactivity remains, for many, a controversia! construct, 
still capable of generating scholarly debate and legal dispute. 
This entity, once called “minimal brain dysfunction” and 
now termed “attention-deficit hyperactivity disorder” 
(DSM-III-R), is among the most often diagnosed in child 
psychiatry in the United States but is rarely noted in Great 
Britain. Given this controversy, the title chosen by Weiss and 
Hechtman, implying as its does the existence of a definite 
syndrome of related behaviors and characteristics with clear 
implications for the future of the affected child, suggests a 
statement of faith. Indeed, the core of the book is the au- 
thors’ own ongoing study of children they have been follow- 
ing for more than 15 years. The final chapter is devoted to a 
personal recollection of one of their subjects. How could 
they not believe in the validity of the syndrome to which they 
have devoted much of their lives? Nevertheless, this book is, 
by and large, a thoroughly annotated, research-oriented text 
that begins with an overview chapter including a section 
entitled Does the Hyperactive Syndrome Exist? Clearly, 
Weiss and Hechtman want to appeal to both our hearts and 
our minds. 

The organization of the book, as determined by section 
and chapter headings, seems superficially clear enough. The 
six major parts of the book include an overview, a discussion 
of the syndrome from a developmental viewpoint, a large 
collection of chapters on various characteristics of the hy- 
peractive syndrome in adulthood, a group of three chapters 
on potentially predictive factors, two chapters on treatment 
issues, and a concluding section on the recollections of adult 
hyperactive subjects. In the preface, the authors indicate their 
desire to “‘fill the interstitial spaces between empirical find- 
ings of many investigators and of our own studies” with 
psychiatric “impressions” (p. x). To do so, they have chosen 
a topical approach in which “each chapter is written in such 
a way as to provide the reader with a review of the particular 
area, its controversial issues, available data relating to these 
diverse views, possible conclusions, and... directions for fu- 
ture interventions and research” (p. x). 

Although the organizational intent is clear, the effect will 
be confusing, at least for some readers, Each chapter is in- 
tended to function almost as a freestanding paper. Generally, 
a review of several studies culminates in a discussion of find- 
ings from the authors’ own follow-up study. The problem 
with this approach is that anyone who does not use the book 
as a set of independent reviews but, instead, attempts to read 
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it straight through encounters the same studies over and 
over, each time from a slightly different vantage point. Inev- 
itably, there is also redundancy in the authors’ discussion of 
these papers and of their own work, only partially relieved 
by cross referencing to previous or subsequent chapters. To 
avoid confusion while reading a given chapter it is necessary 
to clear one’s mind of previous chapters to a large degree. 
This particular déja vu aspect of the text makes it difficult to 
gain an overall view of the literature. Moreover, the first 
chapter is poorly edited, with several instances of awkward 
sentence construction and otherwise difficult grammar. 

There are, of course, weaknesses in the authors’ study, just 
as there are in the studies they review. Following any group 
of individuals over several years in a scientifically rigorous 
fashion is a Herculean task. Inevitably, more and more in- 
dividuals are lost to follow-up. Almost as certainly, the re- 
searchers discover things they wish they had done differently 
or, at least, not left out. Weiss and Hechtman’s study is no 
exception. The original group of 104 children with hyperac- 
tivity had dwindled to 76 at the end of 10 years. The control 
group was belatedly added at the $- and 10-year follow-ups. 

The authors have done their best to make allowances for 
these deviations from the ideal and are careful to include 
data, when available, on the differences between individuals 
lost to follow-up and individuals remaining in the study. 
They also indicate which outcome ratings were and which were 
not made blind to diagnosis (probably an unavoidable problem 
when a small group of researchers follows a shrinking number 
of children over several years). It seems clear that Weiss and 
Hechtman are aware of the limitations of their study and are 
presenting it fairly. One can conclude from this presentation 
that the greatest limitations stem from two aspects of the study 
design: first, the comparison group, although well controlled on 
several variables, is a “normal” rather than a “‘clinic-referred” 
sample; second, the assignment of treatment received was nat- 
uralistic rather than random. 

The consequence of using a normal control group is that 
there must always be a lingering doubt as to whether signif- 
icant differences between groups should be attributed to the 
specific syndrome of hyperactivity, as they are by the au- 
thors, or to the nonspecific behavioral, emotional, and family 
variables that cause a child to be referred to a psychiatric 
clinic. This is especially true because children in the control 
group, even though matched in age with hyperactive chil- 
dren, were not chosen until 5 to 10 years after the hyperac- 
tive children were chosen. Since control children had to have 
been free of behavior problems and to have never failed a 
grade in school before being recruited and children in the 
hyperactive group who were lost to follow-up over the years 
tended to be those with poorer outcomes, the differences 
between hyperactive and control children are likely to be 
considerably exaggerated relative to what they might have 
been if all subjects had been chosen at the same time. 

Comparison between different treatment groups in this 
naturalistic design must be suspect because treatments were 
not randomly assigned and the groups may differ in other 
known or unknown ways that could affect outcome. Weiss 
and Hechtman allude to this difficulty in justifying their com- 
parison of the adult outcome of hyperactive children who 
received no stimulants during childhood with the adult out- 
come of those who did. They suggest that the former group 
differ from the latter only in the fact that they were seen in the 
years before stimulants were generally prescribed. In other 
words, the children in the two groups received differing treat- 
ments only because prevailing medical practice had changed. 
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Although this is a simplification, it is a line of reasoning that has 
been accepted elsewhere in psychiatric research. 

Despite these criticisms, I think that Weiss and Hechtman 
have performed a great service by collecting a large body of 
research on the long-term outcome of hyperactivity to sup- 
plement their own study. They use this body of research to 
address several issues central to understanding implications 
of the syndrome we now call attention-deficit hyperactivity dis- 
order, such as the nature of the relationship between hyperac- 
tivity and adult artisocial behavior, whether hyperactivity pre- 
disposes to substance abuse, the role of pharmacological 
treatments, and, cf course, whether and in what way the syn- 
drome of hyperactivity persists directly into adulthood. 

Even taking into account my reservations about the meth- 
odology, I think that many of the conclusions reached are 
persuasive. Given the nature of their control group it can be 
argued that Weiss and Hechtman’s findings are most con- 
vincing when they indicate little or no significant difference 
between hyperactive and control subjects. For example, de- 
spite some literature to the contrary, they found no evidence 
of a higher rate of psychosis in their hyperactive group. Also 
contradicting some fairly common views in the literature, 
although requiring somewhat more complicated analysis, the 
rate of alcohol use in the adult hyperactive subjects appeared 
not to be much higher than the rate among the control sub- 
jects. Moreover, even positive findings in the sense of clear 
differences between the two groups in the rate of specific 
symptoms are difficult to dismiss when the symptoms are 
consistently seen at 5-, 10-, and 15-year follow-ups. Whether 
it is the syndrome of hyperactivity that is responsible or some 
other unidentified factor or factors, it seems clear that the 
two groups differ in a fashion that persists despite a variety 
of changes over several years in individual levels of maturity 
and life circumstances. 

Unquestionably, then, this book has much to reward the 
careful reader. Like Lee Robins’s now classic work, Deviant 
Children Grown Up (1), which, given the similarity in title 
and concept, may very well have been an inspiration for 
Weiss and Hechtman, Hyperactive Children Grown Up is a 
candidate to become a standard in the field. If it succeeds it 
will be on the strength of the wealth of detail provided about 
the lives of young people who have been given the diagnosis 
of hyperactivity. It is a book that both convinces us of the 
need for more and better research and reminds us in direct, 
personal terms that the abstract syndrome sometimes ob- 
scures the very real needs of the hyperactive child. 


REFERENCE 
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JAMES BEEGHLY, M.D. 
lowa City, lowa 


FAMILIES AND FAMILY THERAPY 


The State of the Art in Family Therapy Research: Contro- 
versies and Recommendations, edited by Lyman C. Wynne. 
New York, Family Process Press, 1988, 291 pp., $18.00 
(paper). 


This book is an excellent collection of papers on the cur- 
rent state of research in family therapy and what directions it 
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should now take. Originally given at a conterence jointly 
sponsored by the National Institute of Mental Health and 
the Board of Directors of Family Process, the papers are 
authored by outstanding investigators of family therapy who 
discuss key conceptual issues, the selection of variables, the 
design of outcome studies, approaches to the study of pro- 
cess, and methods of data analysis. 

Those who do research will find that this book contains 
much that will be useful as well as much that is familiar. No 
one should undertake research on family therapy without 
reading it. However, it contains no surprises. The issues dis- 
cussed by these experienced investigators of tamily therapy 
are similar to those which have arisen in psychotherapy re- 
search of individuals and groups. Some of the major issues 
that particularly troubled the conference participants were 
the following: 1) Should we study outcome to prove to fund- 
ing agencies that family therapy is on the right track and 
therefore deserves fees for service? 2) Should we study pro- 
cess to learn what makes a difference in outcome with which 
clients? This would be more useful to therapists. 3) How do 
we find the optimism to undertake a large and complicated 
study that must have enough of the right kind of patients, the 
appropriate ways to decide what kind they are and are not, 
and the instruments suitable for assessing the processes lead- 
ing to change and the kinds of changes which occur? 4) 
Finally, how do we find a way to fund the study, all the while 
supporting ourselves in a suitable place to live and work. 
One hopes that investigators will find this book a progress 
report rather than a eulogy. 

For the clinician, the book is not nearly so useful. Unfor- 
tunately, as is true of individual psychotherapy research, 
family therapy research has had comparatively little impact 
on clinicians. One obvious reason is that outcome studies are 
comforting to family therapists regardless of their theoretical 
orientation because conjoint treatment of couples is superior 
to individual treatment of problem marriages and behavioral 
and psychodynamic therapies appear to have essentially sim- 
ilar improvement rates. 

There are other reasons, however, why family therapy re- 
search has had less impact than it might on clinical practice. 
First, as many of the authors in this book indicate, research- 
ers and research tend to go where there are both money and 
method. As Stanton says, look where there is light rather 
than in the shadows to find what is lost. Hence, as might be 
expected, Epstein believes that funding should follow theo- 
retical clarity, specificity of intervention, and therapists who 
follow guidelines set out in manuals. Much may be learned in 
this way, but in all probability there will be no surprises. The 
only way out of this predicament will be tor people who 
approach family problems very differently to begin to do 
research; these investigations will probably not be funded 
because they are nonestablishment. Auerswald’s discussion 
of the ecosystems paradigm is an example of such an ap- 
proach, but he is a rare representative of this viewpoint in 
that he has actually attempted to carry out research. The 
book, while fulfilling its title in describing the state of the art 
in family therapy research, does not break new ground. 

The second major reason why there are no surprises is that 
research methods are not well suited to investigate therapies 
whose goals are to foster action based on understanding. 
Most clinicians know that couples and families come for 
therapy either with a story whose ending they seek to change 
or with a problem person whom they seek to change. The 
first group of families represent the everyday problems of 
relationships—couples who do not get along and children 
who do poorly in school and/or do not mind their parents. 
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Those who face the second type of problem call this first 
group the “worried well,” but we all know how unhappy a 
sour marriage can be and we have seen parental despair over 
a troubled child. Yet there can be little question that the 
second type of situation, that of a couple or family with a 
problem person, is different. The problem person may be 
alcoholic, schizophrenic, depressed, anorexic, abused, or 
even abusive, and usually he or she is sent for help and their 
family wants to know how to help this person. The clinical 
dilemma is that these two groups overlap and perhaps can 
each lead to the other. There are theories taking strong po- 
sitions on this dilemma (biological, individual, and familial), 
and there are true believers. These theories foster clinical 
confidence but unfortunately are based on too little informa- 
tion about either etiology or intervention. 

All this is well-known, so what is the point? It is that 
research on how to intervene successfully with certain kinds 
of problems can lead and has led to useful information. 
There are specific interventions suitable for specific entities, 
such as psychoeducational groups for families of schizo- 
phrenic patients and parental behavioral methods for use 
with delinquent boys as described by Patterson and Cham- 
berlain. Unfortunately for investigators working within the 
standard paradigm and using usual research methods, inter- 
ventions in the stories of individuals are different in quality 
than these rather specific interventions. How can we study 
when to do an interview with the family of origin and 
whether “creative separations” work when the goal of these 
interventions are improved relationships with parents and 
spouse rather than alleviation of symptoms? Research on 
family therapy would be more valuable and more influential 
if these two types of marital and familial problems were not 
confounded. Positivistic methods of study are poorly suited 
to help us understand how people can lead more meaningful 
and satisfying lives. It is here that practical wisdom in the 
sense that Aristotle described it is vital—‘‘how to live well 
and do well.” 


HENRY GRUNEBAUM, M.D. 
Cambridge, Mass. 


Children and Families: Studies in Prevention and Interven- 
tion, edited by Euthymia D. Hibbs. Madison, Conn., Inter- 
national Universities Press, 1988, 341 pp., $65.00. 


As I read this work, I thought of Margaret Ribble’s 1943 
book entitled The Rights of Infants (1). She discussed phys- 
ical and emotional requirements for infant survival and de- 
velopment based on her observations and made conclusions 
influenced by her training in pediatrics, psychiatry, and psy- 
choanalysis. She did not present data other than her own 
observations to support her conclusions. 

Data abound in Children and Families, a collection of 37 
papers presented at the World Congress on Infancy as Pre- 
vention held in Athens, Greece, in the summer of 1984. The 
chapters are arranged in sections on Prevention, Interven- 
tion, Parent-Infant Interaction, Cognition and Education, 
Health and Behavior, Day Care, The Impaired Child, Adop- 
tion, and The Family. Their content varies from statements 
of opinion to reports of controlled research with reviews of 
the related literature, but they all deal with the rights and 
needs of infants to develop physically, emotionally, and 
cognitively. There are 72 contributors from eight countries. 
They acknowledge the work of Freud, Bowlby, Erikson, 
Mahler, and Piaget, but no one mentions Winnicott—or Rib- 
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ble. Most of the contributions, which range in their order of 
abstraction from the current recommendations on vaccina- 
tion to factors that facilitate cognitive development, are fo- 
cused on the importance of the parent-child relationship and 
opportunities to improve the child’s early environment. 
There are reports on experimental projects to provide early 
preventive and remedial nursing services to disadvantaged 
infants. There is a discussion of the “politics of contracep- 
tion” and one on the use of waterbeds in place of conven- 
tional incubators for children born prematurely to prevent 
the motor, cognitive, and emotional deficits associated with 
premature birth. A chapter on maternal-infant bonding in- 
cludes criticism of the “medicalization of childbirth in the 
twentieth century.” Another reports on studies of how early 
vocal and social interaction between mother and infant af- 
fects cognitive development. A chapter summarizes the find- 
ings from a dozen longitudinal studies of infant education 
with disadvantaged children. 

Larry B. Silver discusses difficulties that may occur be- 
tween infant and mother because of the persistence of certain 
reflexes, such as the tonic neck reflex, which normally are not 
present after the first 6 months of life. He also points out that 
some infants are hypersensitive to touch because of a slow- 
to-mature nervous system. 

In Nurnberger and Gershon’s chapter on genetic factors 
and genetic counseling, the information on genetic factors in 
mood disorders is so condensed as to be nearly opaque, but 
the brief section on counseling is a model of clarity and 
includes the following tips: The major psychiatric disorders 
appear to be inherited, but the mode of transmission is not 
known. Biological markers are not yet clinically useful, but 
available empirical risk estimates are useful in genetic coun- 
seling. “A request for genetic counseling should be ap- 
proached as a problem in short-term psychotherapy” (p. 
430). Nurnberger and Gershon also discuss the evidence 
(very meager) for a viral etiology of schizophrenia (p. 432) 
and for the possibility that drug abuse precipitates persisting 
mental disorders in patients who are not otherwise predis- 
posed (p. 434). 

In addition to the primary focus of the book, namely, 
prevention through early intervention, this material is of in- 
terest to all psychiatrists because of its implications for the 
epidemiology of the disorders we treat. Specifically, Hibbs 
and Sansbury report on their research on “The Impact of the 
Quality of Family and Peer Relations on Adolescent Preg- 
nancy.” This was a controlled study using questionnaires 
and structured interviews. Many of their findings contradict 
conventional thinking about pregnant teenage girls, such as 
the belief that their object relations are immature and their 
relationships with their mothers are angrily dependent. Such 
findings appear to illustrate what Michael Rutter (2) has 
called the developmental perspective in epidemiologic re- 
search: sexual activity and contraceptive carelessness may be 
appropriate to the youngster’s stage of development rather 
than evidence of psychopathology. 


REFERENCES 


1. Ribble MA: The Rights of Infants. New York, Columbia Uni- 
versity Press, 1943 

2. Rutter M: Epidemiological approaches to developmental psy- 
chopathology. Arch Gen Psychiatry 1988; 45:486-495 


WILLIAM R. FLYNN, M.D. 
Napa, Calif. 


Am J Psychiatry 146:6, June 1989 


BOOK FORUM 


t 


ANXIETY DISORDER 





Anxiety and Stress Disorders: Cognitive-Behavioral Assess- 
ment and Treatment, edited by Larry Michelson and L. 
Michael Ascher. New York, Guilford Press, 1987, 624 pp., 
$39.50. 


This book is cne example of the trend to apply the ad- 
vances made in cognitive-behavioral therapy of depression to 
a variety of anxiety disorders. This edited volume contains 
21 chapters divided into two sections. The first section of five 
chapters focuses on theoretical foundations, assessment 
methods, and overviews of treatment approaches, and the 
second section contains 16 chapters addressing applications 
to clinical situations. Single chapters cover all the DSM-III-R 
anxiety disorders, including simple phobia, social phobia, 
generalized anxiety, agoraphobia, panic disorder, posttrau- 
matic stress disorder, and obsessive-compulsive disorder. 
Additional chapters also cover anxiety difficulties in special 
clinical populations, including children, the mentally re- 
tarded, and the elderly. Nonpsychiatric conditions amenable 
to cognitive-behavioral therapy receive attention in chapters 
on headaches, essential hypertension, and anxiety related to 
chemotherapy arid other medical procedures. 

The methodological section is highlighted by an excellent 
chapter reviewing the multitude of already completed trials 
of cognitive-behavioral therapy for anxiety. This chapter, 
written by Lars-Goran Ost and Lars Jansson, tabulates more 
than 100 outcome studies of cognitive-behavioral therapy in 
various anxiety disorders. Important methodological prob- 
lems, such as recruitment methods, inclusion criteria, in- 
tervention specificity, study design, measurements, and 
outcome criteria, are highlighted. Knowledge of these com- 
pleted studies is pertinent to understanding the importance 
of designing future cognitive-behavioral therapy outcome 
studies. 

The clinical application chapters in this volume are of vari- 
able quality; some have more clinical utility than others. 
Excellent chapters include those addressing agoraphobia, so- 
cial phobia, obsessive-compulsive disorder, and hyperten- 
sion. Here the reader will find well-referenced summaries of 
current experience of cognitive-behavioral therapy in these 
specific disorders. The practical clinical implementation of 
cognitive-behavioral therapy for specific disorders is ad- 
dressed in most of the chapters covering specific anxiety 
diagnoses. 

This volume is a necessary reference for researchers doing 
cognitive-behavioral therapy outcome studies. Clinicians us- 
ing cognitive-behavioral therapy in daily practice with pa- 
tients with anxiety disorders will also find the volume quite 
helpful. This book does not substitute for more technique- 
oriented standard references of cognitive-behavioral therapy, 
such as those by Beck and Emery (1) or Wolpe (2), but the 
editors provide a state-of-the-art review, and the individual 
authors provide guidance for designing important and meth- 
odologically sound future studies to aid in the treatment of 
patients with anxiety disorders. 
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Post-Traumatic Stress Disorder: Diagnosis, Treatment, and 
Legal Issues, 2nd ed., by C.B. Scrignar, M.D. New Orleans, 
Bruno Press, 1988, 330 pp., $49.95; $32.95 (paper). 


Compared with Dr. Scrignar’s first edition of this book, 
published in 1984, the second edition has more chapters, 
has more pages of text, and is 52% more expensive in the 
hardcover version. Except for the chapter on “Invisible 
Trauma and PTSD: Toxic Substances, Radioactivity, and 
Pathogenic Microorganisms,” the other new chapters are 
essentially expansions of chapter sections from the first edi- 
tion. This chapter does, however, introduce a subject that 
will almost certainly receive a great deal of clinical and fo- 
rensic attention in the future, given such disasters as the 
chemical plant explosion in Bhopal, India, the carcinogenic 
effect of toxic substances in the Love Canal, the Three Mile 
Island and Chernobyl nuclear plant disasters, and the AIDS 
crisis. 

The most outstanding features of Dr. Scrignar’s second 
edition are the rewriting of major portions of the text for 
improved clarity and the updating of the reference list to 
include relevant literature published since the first edition 
appeared. The second edition retains the essence of the first 
edition and gives the practicing clinician a fundamental ap- 
proach to understanding, treating, and forensically assessing 
individuals with posttraumatic stress disorder (PTSD). 


Throughout the book, Dr. Scrignar conceptualizes PTSD 
by using a biopsychosocial-like model containing the “three 
Es” and the “‘spiral effect.” The three Es stand for environ- 
ment, encephalic events, and endogenous events. Dr. 
Scrignar explains the etiology of PTSD in terms of the inter- 
play of the three Es. The spiral effect refers to a cyclotron-like 
process involving the three Es that leads to maintenance and/ 
or worsening of PTSD symptoms. With this model, PTSD 
can easily be explained to patients. Further, its uncompli- 
cated nature can facilitate effective communication when 
presenting PTSD to attorneys, judges, and juries. For treat- 
ment of PTSD, Dr. Scrignar describes in sufficient detail a 
cognitive-behavioral approach that is likely to be clinically 
useful for the practitioner. . 

Unfortunately, no single work on PTSD can expect to 
cover the vast fund of knowledge available on the disorder. 
For example, Dr. Scrignar’s book only briefly mentions the 
neurobiological aspects on both research and clinical levels. 
Nevertheless, the book appears to be well suited for the gen- 
eral psychiatric practitioner who wants exposure to an easily 
understandable text about the clinical aspects of PTSD. The 
forensic material in Dr. Scrignar’s book can capture the in- 
terest of forensic psychiatrists but seems to best serve as an 
illustrative introduction for most readers. Thus, a shortcom- 
ing of Dr. Scrignar’s book appears to be underemphasizing 
the need for adequate forensic training before participating 
in the legal area. 

Overall, Post-Traumatic Stress Disorder is a worthwhile 
addition to the library of clinical psychiatrists who evaluate 
and treat patients with PTSD. 


GREGORY B. LEONG, M.D. 
Los Angeles, Calif. 


Reprints of Book Forum reviews are not available. 
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Quinine for Neuroleptic-Induced Dystonia and 
Muscle Stiffness 


Str: Anticholinergic medications, prescribed to treat side 
effects of neuroleptics, produce unpleasant side effects them- 
selves, are not always effective, and have the potential for 
abuse. To my knowledge, there have been no reports on the 
use of quinine as a supplement or an alternative for the treat- 
ment of dystonias and muscle stiffness induced by neurolep- 
tics. This traditional drug for treatment of malaria is also a 
recognized treatment for nocturnal leg cramps. 


Mr. A, a 24-year-old white man being treated with 15 
mg/day of haloperidol for a psychosis not otherwise spec- 
ified, complained of muscle cramps and stiffness, which 
had not been present before neuroleptic treatment. Benz- 
tropine mesylate, 2 mg t.i.d., helped somewhat but caused 
an unpleasant dry mouth. Previous trials of amantadine, 
procyclidine, and trihexyphenidyl at maximum recom- 
mended doses had been less successful. 

Mr. A was simultaneously being treated with desipra- 
mine, 150 mg b.i.d., for recurrent depression; verapamil, 
80 mg t.i.d., for prophylaxis of migraine; and 50 mg/day 
of triamterene and 25 mg/day of hydrochlorothiazide for 
essential hypertension. 

On his internist’s advice, Mr. A began drinking two 
quarts per day of tonic water, which contains 152 mg of 
quinine per quart. Within 3 days his symptoms had dis- 
appeared. On two subsequent occasions when he ran out 
of tonic water, the symptoms reappeared, but they were 
relieved when he resumed drinking tonic water. While 
he was drinking tonic water, his consumption of other 
fluids decreased, so that his daily fluid intake remained 
constant. At no time were there any signs or symptoms of 
cinchonism. 


Quinine, aside from its antimalarial properties, has several 
effects on skeletal muscle. It reduces responses to acetylcho- 
line at the motor end plate, increases the period of refracto- 
riness to stimulation, and causes a redistribution of calcium 
in muscle fibers (1). These are the postulated reasons for its 
effectiveness in nocturnal leg cramps, although controlled 
studies only weakly support its efficacy (2). The two major 
drawbacks to the use of quinine are occasional hypersensi- 
tivity and dose-related cinchonism, even at doses as low as 
300 mg/day. Nonetheless, it may be useful to systematically 
study the use of quinine for neuroleptic-induced dystonias 
and muscle stiffness because of its possible efficacy, relative 
n acceptability to patients, and minimal potential for 
abuse. 
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LEONARD LEVEN, M.D. 
New York, N.Y. 


Panic Attacks Triggered by Photic Sumulation 


Sir: The recent articles “Patients With Panic Attacks and 
Abnormal EEG Results’ (1) and “Lack of Efficacy of Car- 
bamazepine in the Treatment of Panic Disorder” (2) dis- 
cussed the controversy about the epileptiform etiology of 
panic disorder. Photic stimulation is commonly used in EEG 
investigations. Certain reactions to photic stimulation are 
suggestive of neurological problems. For example, a pro- 
longed photoconvulsive response is highly suggestive of 
epilepsy (3). Conceivably, the finding that panic attacks are 
triggered by photic stimulation may further support an 
epileptiform hypothesis. To my knowledge, there are no 
such findings in the literature; thus, I wish to describe the 
first reported case of panic attacks precipitated by photic 
stimulation. 


Ms. A, a 39-year-old woman, had a 5-year history of 
panic disorder. The panic attacks were characterized by 
shortness of breath, palpitations, tingling sensations, chest 
pain, and fear of dying. The attacks would occur at a 
frequency of up to three per day. The attacks were not 
related to any particular environmental stimuli. She sub- 
sequently developed some mild agoraphobic and hypo- 
chondriacal symptoms. Cocaine use increased the fre- 
quency and intensity of the attecks. There was no history 
of head injury, epilepsy, or other neurological disorder. 
There was no family history of panic or epileptic disorder. 

Ms. A was initially referred to a neurologist. The results 
of a neurological examination, a CT scan, and two EEGs 
were all within normal limits. However, in both EEGs, 
during photic stimulation, she developed full-blown panic 
attacks. She was unwilling to have further specialized EEG 
studies for fear of bringing about another panic attack. On 
another occasion she had a panic attack at work when a 
fluorescent light began flickering. She was subsequently 
seen at an outpatient psychiatry clinic, where panic disor- 
der was diagnosed. 

Ms. A was initially treated with imipramine, up to 200 
mg/day. This regimen resulted in partial improvement. She 
refused to increase the imipramine dose because of an un- 
founded fear of long-term side effects. Therefore alprazo- 
lam, up to 1 mg t.i.d., was added. The alprazolam resulted 
in further, but still incomplete, recovery. The alprazolam 
was gradually withdrawn and clonazepam, 0.5 mg t.i.d., 
was instituted, This low dose of clonazepam led to such a 
degree of improvement that the imipramine was discon- 
tinued without a significant recurrence of panic attacks. 
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Although this is the first reported case of photic stimula- 
tion inducing a panic attack, Niedermeyer et al. (4) stated 
that patients with hysterical reactions and anxiety states had 
a relatively high incidence of photoconvulsive responses to 
photic stimulation. Unfortunately, at the time of this obser- 
vation, DSM-III criteria were not available for use in deter- 
mining whether this photoconvulsive response was specifi- 
cally related to panic disorder. 

This patient showed a remarkable response to an anticon- 
vulsant, clonazepam, while demonstrating only a mild re- 
sponse to other antipanic agents. Her response is indirectly 
suggestive of epileptiform phenomena. 

Further research into photic stimulation and panic disor- 
der may be warranted in efforts to delineate the etiology of 
the disorder and, possibly, to define treatment-responsive 
subgroups of patients with the disorder. 
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H. ROSENBLAT, M.D., F.R.C.P.(C) 
Toronto, Ont., Canada 


Tardive Dyskinesia With Complaints of Pain 


Sir: Tardive dyskinesia does not usually present as a pain- 
ful disorder (1). However, the dental literature contains two 
cases of tardive dyskinesia associated with pain due to 
“trauma between mucosa and dentures” (2). I wish to report 
on a patient with probable tardive dyskinesia whe presented 
with complaints of pain. 


Ms. A, a 79-year-old woman with recurrent major de- 
pression, had been treated in the past with ECT, antide- 
pressants, and neuroleptics. She was doing poorly on a 
regimen of clonazepam and perphenazine, so these were 
gradually withdrawn. Two weeks after discontinuation of 
the perphenazine, she began to complain that her tongue 
“hurt all over.” Examination showed a prominent lingual 
dyskinesia with lip puckering and a lingual traumatic ul- 
cer. The patient was unaware of any oral movements. Vis- 
cous lidocaine 2% and glyoxide failed to alleviate the pain, 
which persisted for 5 weeks. Reintroduction of perphena- 
zine, 4 mg/day, largely suppressed the dyskinesia after 6 
days, with coincident disappearance of the pain. 

To establish a connection between the dyskinesia and 
the pain, the perphenazine was discontinued on two more 
occasions. Each time the pain and an exacerbation of the 
dyskinesia recurred within 2 weeks. Both then abated 
within a week of reinstitution of perphenazine. These two 
episodes were not accompanied by tongue lesions. 


The relief obtained by this patient with the restarting of 
perphenazine was dramatic. Since other remedies, such as 
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viscous lidocaine and glyoxide, had been given to her with 
great expectations, it seems unlikely that her response to 
perphenazine was a placebo response. 

A concern was that the pain was secondary to traumatic 
tongue lesions incurred as the tongue moved against the 
teeth. I do not believe this to be the case, however, because 
the last two episodes were unaccompanied by lingual lesions, 
and one would expect oral lidocaine to relieve pain due to 
lingual ulcerations to some degree. It did not. 

There are many reported causes of oral dyskinesias, and it 
is impossible to be absolutely certain this patient had tardive 
dyskinesia (3). Factors such as her age at onset, the lack of 
progression over 2 years, and the lack of upper facial in- 
volvement argue against other extrapyramidal disorders such 
as Wilson’s disease, Huntington’s disease, and Meige’s syn- 
drome. She was not taking dopamine agonists, anticonvul- 
sants, or anticholinergics. She did not wear dentures. Results 
of thyroid and liver studies, calcium and phosphorus levels, 
and a CBC were all normal. Spontaneous idiopathic dyski- 
nesias have been reported in the elderly (4), but it is not clear 
whether neuroleptics suppress such dyskinesias. Although a 
spontaneous dyskinesia was reported to have been sup- 
pressed by clonidine plus levomepromazine (5), it is unclear 
whether the clonidine or the neuroleptic was responsible for 
the improvement in that case. Because spontaneous dyskine- 
sias may appear similar to oral tardive dyskinesia (4), it may 
be impossible to differentiate tardive dyskinesia from spon- 
taneous dyskinesia in elderly neuroleptic-exposed individu- 
als. In this case, because of the patient’s history of exposure 
to neuroleptics, my colleagues and I are inclined to think that 
she had tardive dyskinesia. It is a moot point. Either way, we 
believe that the painful presentation is noteworthy. 

There has been growing recognition of the varying mani- 
festations and complications of tardive dyskinesia. This re- 
port is to alert clinicians that lingual dyskinesias may present 
with complaints of tongue pain. 
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ROBERT W. HIERHOLZER, M.D. 
Perry Point, Md. 


Doxepin for Treatment of Mania 


Sir: Recently there has been much controversy in the lit- 
erature regarding the ability of antidepressants to induce ma- 
nia (1, 2). I should like to present the case of a patient whom 
I treated for mania with only an antidepressant. 


Ms. A, a 60-year-old woman, had a long history of 
bipolar disorder, mixed, with psychotic features. She had 
been under psychiatric care for about 15 years—since her 
first hospitalization for “depression.” Her father and 
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brother had also been diagnosed as having bipolar disor- 
der. Since her first hospitalization she had shown the clas- 
sic symptoms of a bipolar patient. Her manic periods were 
marked by auditory hallucinations, pressured speech, irri- 
tability, lability of mood, increased spending of money, 
increased appetite, decreased sleep with complete insom- 
nia for 3-day periods, the beginning of many tasks simul- 
taneously with inability to complete them, poor concen- 
tration, and decreased attention. She had had a trial of 
lithium at therapeutic serum levels (up to 1.4 meq/liter) 
with no effect. She insisted that the only medication which 
had helped her was doxepin at a dose of 100-150 mg h.s. 

Over the last year Ms. A presented on three occasions 
with her “usual” manic symptoms. Each time, doxepin 
alone was successful in lowering her affective state to the 
point of euthymia. Cessation of the drug resulted in ele- 
vated mood within 10 days. Restarting the antidepressant 
resulted in euthymia and resolution of the psychosis within 
14 days. 


I have no explanation for this seemingly paradoxical effect 
in this patient. Nonetheless, I have every intention of con- 
tinuing her maintenance treatment of doxepin, 100 mg h.s. 
by mouth. 
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Lack of Effect of Naloxone on Selection of Nutrients by 
Bulimic Women 


Str: Several investigators have demonstrated a suppression 
of eating behavior associated with administration of opioid 
antagonists in various animal species. However, there are 
few data on possible changes in specific macronutrient pref- 
erences associated with the use of these compounds. In one 
study, rats administered naloxone consumed less fat and car- 
bohydrate than control animals receiving saline solution (1). 
No influence on protein intake was observed. Fantino et al. 
(2) had eight normal-weight women rate the pleasurable ef- 
fect of sucrose solution versus that of salt solution. The in- 
dividuals taking naltrexone reported significantly less desire 
for sucrose than those taking placebo. Morley et al. (3) found 
that a bolus of 2 mg of naloxone followed by infusion of 1 
mg/hour for 24 hours attenuated preference for fat and car- 
bohydrate in two human subjects. Whether these effects 
would continue with chronic administration of a long-acting 
narcotic antagonist such as naltrexone has not, to our 
knowledge, been investigated. 

We conducted a placebo-controlled, double-blind cross- 
over study of naltrexone hydrochloride, an orally active 
opioid antagonist, in 16 normal-weight women diagnosed as 
having bulimia nervosa (4). The subjects kept food diaries of 
meals, snacks, and binge-eating episodes for 1. week at base- 
line, 1 of the 3 weeks during the placebo phase, and 1 of the 
3 weeks during the naltrexone phase. Total kilocalories, ki- 
localories of individual macronutrients, and percentage of 


Am ] Psychiatry 146:6, June 1989 


LETTERS TO THE EDITOR 


dietary intake for each macronutrient were calculated sepa- 
rately for nonbinge and binge-eating periods. Data were an- 
alyzed for differences in kilocalories consumed and macro- 
nutrient choice when subjects were taking the active drug 
and when taking placebo. No significant differences were 
noted on any of these variables Letween periods when the 
subjects were taking naltrexone and periods when they were 
taking placebo. The drug was alsa ineffective in suppressing 
binge-eating behavior (4). 

The results of our study do not suggest that narcotic an- 
tagonists have an effect on macronutrient selection in hu- 
mans diagnosed as having bulimia nervosa. However, our 
results must be considered preliminary, given the small sam- 
ple size, and should not be generalized to other populations, 
since the eating behavior of this group of patients is certainly 


atypical. 
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Treatment of a Refractory Depression With a 
Combination of Fluoxetine and d Amphetamine 


Sir: The following is, to my knowledge, the first published 
report of the use of fluoxetine in combination with a psy- 
chostimulant. The patients’s depression had proved refrac- 
tory to imipramine with and without various augmentation 
therapies. 


Mr. A, a 36-year-old man, sought treatment 2 months 
after becoming profoundly depressed. He suffered from 
anhedonia, lass of ambition, lack of energy, and an inabil- 
ity to cry or laugh. He had gained 20 pounds as a result 
of his markedly increased appetite despite the fact that 
eating now gave him no pleasure. He also complained of 
hypersomnia. 

Mr. A failed to benefit from a trial of imipramine, 300 
mg/day, that lasted more than 22 months. Imipramine was 
first used alone and then, with informed consent, in com- 
bination with various other medications: 6 weeks of imip- 
ramine alone at 300 mg/day; then imipramine combined 
with 40 jg/day of triiodothyronine for another 2 weeks; 
followed by a combination of imipramine and methylphe- 
nidate, 20 mg/day, for 5 weeks; then imipramine with 
tryptophan, 8000 mg/day, for 2 weeks; and, finally, imip- 
ramine with L-thyroxine, 0.15 mg/day, for an additional 2 
weeks. 
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Throughout all of these trials, Mr. A remained thor- 
oughly joyless. Furthermore, he would not agree to a trial 
of either lithium or a monoamine oxidase inhibitor or to 
an increase of imipramine above 300 mg/day. He also re- 
fused referral for ECT. Finally, imipramine, still at 300 
mg/day, was augmented for a period of 8 months with 
d-amphetamine, raised ultimately to 45 mg t.i.d. The pa- 
tients interest in maintaining d-amphetamine was en- 
couraged by the fact that, when taking this drug, he was 
able to obtain erections. (Nevertheless, his libido remained 
markedly diminished, and his wife, not he, made occa- 
sional sexual overtures.) Finally, d-amphetamine, too, was 
abandoned. 

Imipramine was discontinued when fluoxetine became 
available. Five months later, Mr. A’s depression was still 
unchanged, and d-amphetamine was added to the 60 mg/ 
day of fluoxetine. He experienced modest benefit while the 
dose of d-amphetamine was being titrated. A dose of 45 
mg t.i.d. of d-amphetamine (the same dose used unsuc- 
cessfully during the trial with imipramine) combined with 
fluoxetine, 60 mg/day, resulted in a significant and sus- 
tained clinical improvement. 

The patient, for the first time in 2% years, found relief 
from depression. His libido, energy, and ambition re- 
turned. He also lost 10 pounds while maintaining a good 
appetite. Over the next 5 months, he did not develop tol- 
erance to the antidepressant effects of this combination. 


The dose of 45 mg t.i.d. of d-amphetamine is well in excess 
of conventional doses (1, 2). Fluoxetine was therefore briefly 
increased to 80 mg/day in an effort to obtain an antidepres- 
sant effect sufficient to permit discontinuation of the d-am- 
phetamine. However, even with the higher dose of fluoxe- 
tine, Mr. A relapsed on each of four subsequent occasions 
when d- ee was not used. 

Reimherr et al. (3) reported that in patients whose depres- 
sions were characterized by chronicity, previous poor re- 
sponse to antidepressants, and atypical features (hyper- 
phagia and hypersomnia), fluoxetine was more effective than 
imipramine. In the case of Mr. A, fluoxetine was ineffective 
until d-amphetamine was added. Thus, the role of d-amphet- 
amine seems vital, as does the role of fluoxetine, since neither 
was effective without the other. 

There are an estimated 1.25 to 5 million Americans suf- 
fering from treatment-refractory depression (4). Feighner et 
al. (5) eloquently presented the case for providing nonstand- 
ard treatment when indicated, rather than abandoning these 
patients to their illness. Such patients, they averred, “have a 
moral and legitimate right to innovative therapy.” Fluoxe- 
tine represents the newest of the standard antidepressants; 
d-amphetamine is one of the oldest antidepressants but is 
not standard. Their combination effectively benefited this 
patient. 
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LESLIE $. LINET, M.D. 
Brooklyn, N.Y. 


Fluoxetine and Anorgasmia 


Sir: Although recognized as a side effect of trazodone (1), 
phenelzine, and other antidepressants (2), anorgasmia has 
not previously been reported in association with use of flu- 
oxetine (3). The following cases suggest that fluoxetine at 
therapeutic doses may also cause anorgasmia. 


Ms. A, a 35-year-old woman, was referred for treatment 
of obsessional and depressive symptoms. She met the 
DSM-III-R criteria for both obsessive-compulsive disorder 
and major depression. When first seen, she denied prob- 
lems with sexual dysfunction. She was taking no medica- 
tions or illicit drugs. 

Three weeks after starting to take fluoxetine, 20 mg 
each morning, Ms. A reported that her depressive and her 
obsessional symptoms were markedly improved. She also 
reported that her pupils appeared dilated; indeed, they 
were large, round, equal, and reactive to light. Two weeks 
later, after continuing to take 20 mg of fluoxetine by 
mouth each morning, she had continued to improve. She 
reported that her obsessional symptoms were now “75% 
gone” and sheepishly reported difficulty in filling her 
newly found free time. She also reported experiencing dif- 
ficulty reaching orgasm, which had progressed from rela- 
tive to complete during the preceding week. Her pupils 
remained noticeably larger than usual. 

A reduction of her fluoxetine dose to 20 mg every other 
day resulted in a decrease in the size of her pupils and an 
improvement in her sexual functioning over about 2 
weeks, although she felt that it was still somewhat more 
difficult to reach orgasm than it had been before starting 
fluoxetine. Her depressive and obsessive-compulsive 
symptoms remained in gooc remission. 


Mr. B, a 47-year-old man, was seen for depression as- 
sociated with subjective concentration and memory im- 
pairment. He met the DSM-III-R criteria for major depres- 
sion but not for obsessive-compulsive disorder. He denied 
sexual dysfunction or illicit drug use and was taking no 
medications. 

Two weeks after starting to take fluoxetine, 20 mg/day, 
Mr. B was free of side effects, but his condition was only 
slightly improved. His dose of fluoxetine was increased 
to 40 mg/day; 3 weeks later, his depressive symptoms 
were much improved and his memory and concentration 
difficulties were essentially resolved. However, the pa- 
tient complained of an unpleasant change in the quality of 
his orgasm, which had become increasingly difficult to at- 
tain. He had no erectile dysfunction or pupillary dilation. 
His dose of fluoxetine was reduced to 20 and 40 mg on 
alternating days, and his difficulty reaching orgasm sub- 
sided over about 3 weeks. His depression remained in 
good remission. 
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Both orgasm and dilation of the pupils are under control 
of the sympathetic branch of the autonomic nervous system, 
and tricyclic and other antidepressants are known to cause 
both pupillary dilation and anorgasmia. Fluoxetine and 
other serotonin uptake inhibitors inhibit methoxydi- 
methyltryptamine-induced ejaculation in rats (4). Consistent 
with this preclinical evidence, the present cases suggest that 
fluoxetine may also cause anorgasmia, perhaps through in- 
terference with presynaptic serotonergic facilitation of sym- 
pathetic neurotransmission (5). 
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MARK D. KLINE, M.D. 
Syracuse, N.Y. 


Carbamazepine for Aggressive Agitation in Demented 
Patients During Nursing Care 


SiR: Severe aggressive actions, including kicking, biting, 
and striking out, are troublesome behaviors in demented pa- 
tients and may be provoked only during caregiving. Conven- 
tional psychopharmacological treatments are often ineffec- 
tive and/or cause unwanted sedation and other side effects 
during asymptomatic noncare periods. 

Carbamazepine, an iminostilbene anticonvulsant, has 
additional efficacy in a variety of psychiatric syndromes 
characterized by excitation and impulsivity, including mania, 
episodic dyscontrol, mental retardation with overactivity, 
and hostile/violent psychoses. These experiences have 
prompted trials of carbamazepine in aggressive patients with 
organic mental syndrome, most of whom have been middle- 
aged (1; 2). This report extends clinical experience with car- 
bamazepine to older, demented patients who are assaultive 
during nursing care, i.e., bathing, changing, feeding, and 
transferring. 


Mr. A, a 70-year-old man with Alzheimer’s disease, 
thrashed, kicked, and bit during care. Trials of low-dose 
haloperidol, alone and then with lorazepam (up to 1 mg 
b.i.d. by mouth), were ineffective and caused persistent 
lethargy and hypotension. Carbamazepine, titrated to 100 
mg t.i.d. by mouth, with plasma levels ranging from 3 to 4 
ug/ml, completely resolved his combativeness within 2 
weeks, 


Ms. B, a 72-year-old woman with Alzheimer’s disease, 
was irritable and combative and shrieked and pounded, 
especially when receiving care. Haloperidol provoked un- 
acceptable pseudoparkinsonism. Chloral hydrate failed to 
ameliorate her agitation. Two weeks of treatment with 
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carbamazepine, 100 mg b.i.d. by mouth, with a plasma 
level of 4.4 ug/ml, markedly improved her symptoms. 


Mr. C, a 71-year-old man with alcoholic and multi- 
infarct dementia, punched, pushed, and resisted during 
care. His symptoms were unresponsive to trials of halo- 
peridol and larazepam. Carbamazepine, 100 mg b.i.d. by 
mouth, eradicated his symptoms in 10 days. However, 
leukopenia developed. The dose of carbamazepine was 
lowered to 109 mg/day, with continued behavioral control 
and normalization of the WBC count. The patient’s car- 
bamazepine blood level was 1.5 pg/ml. 


Treatment of severe behavioral disturbances in demented 
patients often requires extraordinary or novel psychophar- 
macological approaches. We previously reported on the ef- 
ficacy of a serotoninergic combination therapy with trazo- 
done and tryptophan in a demented octogenarian with 
persistent screaming and banging (3). Interestingly, aggres- 
sive behavior in four Alzheimer’s disease patients has been 
associated with decreased brain serotonin concentrations (4). 
Speculative mechanisms of carbemazepine’s anti-impulsive 
action include serotoninergic modulation (5). 

Carbamazepine appears to be a viable alternative in the 
treatment of aggressive agitation in demented patients. These 
cases underscore carbamazepine’s versatility in treating a 
wide range of such behaviors during the often encountered 
circumstance in which outbursts are primarily precipitated 
by caregiving efforts. Improvements have been seen after a 
reasonably short period of time. Target symptoms were re- 
duced in two of our three patients at blood levels considered 
subtherapeutic for seizure control, and the drug was well 
tolerated in the doses we used. Carbamazepine can cause 
leukopenia, hepatotoxicity, decreased thyroid indices, dizzi- 
ness, ataxia, cardiac abnormalities, and rash, among other 
side effects. In tact, the development of a rash after only 4 
days aborted a trial of carbamazepine in the fourth demented 
patient we treated. Therefore, regular medical, neurological, 
and laboratory monitoring is necessary. Furthermore, ex- 
perience with very old patients is limited; hence, carbamaz- 
epine should be prescribed cautiously for nursing home 
patients. 
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Psychiatrists’ Knowledge of Drug Costs 


Sır: The high cost of medical care and patient noncom- 
pliance are both effective barriers to adequate medical treat- 
ment. It is therefore essential that physicians appreciate the 
costs of the care they recommend and the ability of their 
patients to obtain it (1). In psychiatry the limited financial 
resources of the chronically mentally ill may prevent patients 
from seeking care or buying medications (2). Many studies 
have shown that physicians are relatively unaware of the 
costs of medical treatment and that medical training does not 
include education on such topics (1). Fink and Kerrigan (3) 
demonstrated that only 27% of psychiatrists surveyed were 
able to give acceptable estimates of the costs of very com- 
monly prescribed psychotropic medications. We did a similar 
survey and then tried an educational maneuver in an attempt 
to change psychiatrists’ behavior. 

Questionnaires asking about compliance, costs, and pre- 
scribing practices were sent to 106 psychiatrists in the Blue- 
grass Region of Kentucky. Those returning the questionnaire 
were then sent a price list.of all psychotropic medications in 
common use. Six months later, respondents were resurveyed 
to assess the usefulness of the list and whether it had changed 
any behaviors. 

Of the 106 psychiatrists surveyed, 67 (63.2%) returned 
the first questionnaire, and of those, 42 (62.7%) returned the 
second questionnaire. Most psychiatrists (75%) endorsed the 
belief that costs affect compliance, while few psychiatrists 
(19%) stated that they were aware of the costs of medica- 
tion, and only a few more (37%) said that they attempt to 
consider costs when prescribing. One quarter knew the cor- 
rect prices of four commonly prescribed drugs within 20% 
of the real costs. Sixty responding psychiatrists rated cost 
and payment modality as least important and rated the pa- 
tients previous experience as most important in choosing 
medications. 

When resurveyed, the psychiatrists reported that they 
found the list informative but admitted to less than 50% 
utilization and change in prescribing practices. The most fre- 
quently endorsed change was advising patients to shop 
around; using generics and prescribing larger quantities were 
also endorsed. 

Although this sample was limited in size and geographical 
location, it supports Fink and Kerrigan’s earlier finding that 
most psychiatrists are unaware of medication costs. One 
could speculate that their lack of knowledge might also in- 
clude costs of hospitalization, laboratory testing and proce- 
dures, and transportation, patients’ loss of income due to 
illness or appointments, and the amount of care covered by 
third-party payers. This survey also suggests that although 
psychiatrists believe that costs affect compliance, they do 
little to manipulate this factor in patient care, and they may 
be assuming little responsibility in keeping the cost of med- 
ical care under control. These subjects should be adequately 
addressed in the teaching of all physicians in training. Addi- 
tionally, it is necessary to change the behavior of those al- 
ready in practice. Further study is needed in developing effec- 
tive teaching methods and educational approaches for 
practitioners. 


REFERENCES 


1. Nagurney JT, Braham RL, Reader GG: Physician awareness of 
economic factors in clinical decision making. Med Care 1979; 
17:727-736 

2. Stoudemire A, Thompson TL H: Medication noncompliance: 


806 


systematic approaches to evaluation and intervention. Gen 
Hosp Psychiatry 1983; 5:233-239 

3. Fink JL Ill, Kerrigan DJ: Physicians’ knowledge of drug prices. 
Contemporary Pharmacy Practice 1978; 1:18-21 


LESLEY R. DICKSON, M.D. 
Lexington, Ky. 
NEAL MOSER, M.D. 
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Wernicke’s Encephalopathy Following Lithium-Induced 
Diarrhea 


SiR: In predisposed individuals, lithium-induced diarrhea may 
facilitate the development of Wernicke’s encephalopathy. 


Mr. A, a 64-year-old retired professional, was hospital- 
ized for psychotic depression three times over a period of 
25 years. He was treated successfully with ECT the first 
time and with nortriptyline and ECT the second and third 
times. During the third hospitalization, results of tests for 
verbal memory were normal. As an outpatient that same 
year, Mr. A was started on a regimen of lithium carbonate, 
600 mg/day, because he had a history of hypomanic epi- 
sodes. His lithium levels averaged 0.8 meq/liter. The mild 
diarrhea that he had experienced occasionally before start- 
ing lithium became more frequent, with as many as eight 
largely uncontrollable bowel movements daily. His alco- 
hol consumption had consisted of 2—5 oz/day of whiskey 
for many years. 

About a year after starting to take lithium, following 
intensification of the diarrhea, Mr. A developed dysar- 
thria, nausea, vomiting, confusion, and loss of recent 
memory. On the day before he was admitted to the hos- 
pital, his serum lithium level was 1.7 meq/liter, at which 
time the lithium was discontinued. He was alert and co- 
operative but disoriented to time. Neurological examina- 
tion revealed paralysis of upward gaze, nystagmus, muscle 
fasciculations, dysarthria, impaired sensation in both 
lower extremities, wide-based gait, tremulousness, and hy- 
peractive reflexes with clonus. His concentration was 
grossly impaired, and he suffered a gross loss of recent 
memory. He was cheerfully indifferent to this profound 
defect. 

Thiamine, 100 mg i.v., was started on a daily basis 
along with intravenous fluids. Over the next 2 days, ex- 
traocular paralysis and other neurological signs improved 
markedly. A gross defect in verbal and visual learning re- 
mained, and confabulation was noted on repeated verbal 
memory tests. The patient was maintained on oral thia- 
mine, 150 mg/day, and multiple B vitamins. 

Magnetic resonance imaging (T, weighted, Store>11) 
revealed relatively increased signals in the mid pons, con- 
sistent with central pontine myelinolysis. 

Two months later, the patient’s memory had im- 
proved considerably according to the Rey Auditory Verbal 
Learning Test, but hé continued to show mildly impaired 
learning. 


Wernicke’s encephalopathy is an underdiagnosed condi- 
tion in living patients. Although most frequently associated 
with chronic alcoholism, it can be associated with any con- 
dition that affects intestinal absorption of thiamine (1). Lith- 
ium therapy may increase the risk for this condition. Diar- 
rhea ts a common side effect of lithium treatment and may 
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lead to impaired thiamine absorption. Patients with bipolar 
disorder, who constitute the major target population treated 
with lithium, have been noted to have a high incidence of 
alcohol abuse, a key etiological factor in Wernicke’s enceph- 
alopathy. In addition, consideration should be given to lith- 
ium’s having a direct inhibitory effect on the action of thia- 
mine as a coenzyme, possibly through its ability to alter 
calcium-dependent processes (2) or through interference 
with the action of thiamine phosphatases in thiamine phos- 
phorylation (3). There are a number of reports describing 
memory impairment associated with lithium use, but no de- 
finitive mechanism of this effect has been established (4, 5). 
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RICHARD S. EPSTEIN, M.D. 
Bethesda, Md. 


Tricyclics as a Possible Cause of Hyponatremia in 
Psychiatric Patients 


Sir: In their review article “Polydipsia and Hyponatremia 
in Psychiatric Patients,” Barbara P. Illowsky, M.D., and Dar- 
rell G. Kirch, M.D. (1) omitted reference to the role of tri- 
cyclic antidepressants as a possible cause of hyponatremia in 
psychiatric patients. 


Ms. A, a 76-year-old woman with a chronic depressive 
disorder, well stabilized on a regimen of nortriptyline, 100 
mg h.s., was started by her internist on amiloride, 5 mg/ 
day, for mild hypertension. Twenty-four hours later she 
was brought to the emergency room because of acute onset 
of intermittent “confusion.” On examination she was afe- 
brile with a blood pressure of 150/80 mm Hg supine and 
125/80 mm Hg sitting and a pulse rate of 80 bpm. The 
mucous membranes were noted to be dry. There was no 
jugular distention or adenopathy. Her lungs were clear on 
auscultation and percussion. A 1/6 systolic murmur was 
heard at the left sternal border. No bruits were present. 
Neurologic examination revealed intermittent confusion 
with inability to name people or objects, agitation, and 
inability to follow simple commands. The rest of the ex- 
amination revealed no abnormalities. 

On admission Ms. A had a serum sodium level of 119 
meq/liter (normal range=137—144) with osmolality of 
250 (normal range=280—290). Blood cultures, lumbar 
puncture, and a CT scan of the brain all produced normal 
findings. She was given a diagnosis of hyponatremia pro- 
voked by addition of a diuretic to an underlying syndrome 
of inappropriate secretion of antidiuretic hormone 
(SIADH) secondary to intake of nortriptyline. The patient 
was placed on intravenous normal saline with water re- 
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striction. Her hyponatremia was corrected over a period of 
2 days. Her mental status returned to baseline as the hy- 
ponatremia resolved. She was discharged after 1 week 
with a serum sodium level of 138 meq/liter and mental 
status at baseline level. 

Over the subsequent 18 months the patient continued to 
take nortriptyline without further diuretic medication and 
without recurrence of hyponatremia or confusional state. 
Her serum sodium levels ranged from 133 to 136 meq/ 
liter. 


While it is presumably a relatively rare phenomenon, this 
case illustrates the potential for tricyclic antidepressants to 
induce SIADH (2). In this case the effects on serum sodium 
were minimal, and only after acministration of a diuretic 
was there a profound drop in the patient’s serum sodium 
level. 

With the increase in the numbez of elderly patients treated 
with tricyclic antidepressants and the high prevalence of hy- 
pertension and concomitant use of diuretics in this popula- 


tion, clinicians need to be sensitive to the possibility of hy- 


ponatremia with mental changes in elderly depressed 
patients. This is important, since tricyclics are also well- 
known to induce changes in mental status because of their 
anticholinergic side effects. Serum sodium should be assessed 
in patients who exhibit acute mental status changes while 
taking tricyclic antidepressants and diuretics. 
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Premenstrual Exacerbation of Bulimia 


SIR: ] was interested in the finding by Madeline M. Gladis, 
M.A., and B. Timothy Walsh, M.D. (1) of an exacerbation of 
binge eating and purging by female bulimic patients during 
the premenstrual week. As demonstrated by the work of 
Leon et al. (2, 3), this has not been found in all studies, and 
perhaps it does not occur in all -ulimic patients. In my own 
practice, I have seen one woman who experienced an exac- 
erbation of bulimia during her premenstrual week and one 
who did not. 


Ms. A, a 23-year-old single woman, entered psychother- 
apy after experiencing severe and disorganizing anxiety on 
the anniversary of her mother’s death. She was hospital- 
ized briefly for evaluation and treatment and then released 
and treated as an outpatient. After 4 months in weekly 
outpatient psychotherapy, she reexperienced the bulimic 
behavior that she had suffered at the age of 15, alternating 
between extreme withholding of food and binge eating 
and purging. This occurred at a time when she received 
unwanted sexual advances and was accompanied by ex- 
treme anxiety about and distortion of her body image. She 
was treated with cognitive psychotherapy and encouraged 
to use antidepressant medication as well. She refused med- 
ication. In the 5 months after her bulimia recurred, she 
consistently reported that she experienced a worsening of 
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symptoms during the premenstrual week of her cycle. She 
had experienced other premenstrual symptoms since men- 
arche, meeting the criteria for late luteal phase dysphoric 
disorder. She also met the criteria for a diagnosis of bor- 
derline personality disorder. 


Ms. B, a 22-year-old single woman, received therapy for 
new-onset bulimia for 2 months. She was also in therapy 
for other problems when she began the episode of binge- 
purge behavior and experienced severe distortion of her 
body image. Her symptoms began to respond to therapy 
with tricyclic antidepressants. She did not experience pre- 
menstrual exacerbation of these symptoms and had never 
met the criteria for late luteal phase dysphoric disorder. 
She did meet the DSM-III-R criteria for histrionic person- 
ality disorder. 


Discussion with other practitioners seems to bear out my 
impression that some female bulimic patients experience pre- 
menstrual exacerbation and some do not. It may be that 
many of those who do also meet the criteria for late luteal 
phase dysphoric disorder, but in our experience some do not. 

If there is a subgroup of bulimia patients who experience 
premenstrual exacerbation of binge eating, this attribute may 
possibly be turned to therapeutic advantage. Symptoms re- 
lated to an identifiable phase of the menstrual cycle may 
provide another opportunity to talk about the conflicted feel- 
ings many bulimic women feel about their femaleness. If 
premenstrual exacerbations respond to antidepressant ther- 
apy (as late luteal phase dysphoric disorder symptoms some- 
times do), they may provide an observable monthly bench- 
mark by which a patient may be able to judge her 
improvement over time, less hampered by the day-to-day 
variations in binge frequency that seem to discourage many 
patients when they are actually progressing. 
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Norfolk, Va. 


Psychotherapeutic Interventions for Patients With the 
Delusion of Having AIDS 


Sir: A recent report on the delusion of having acquired 
immune deficiency syndrome (AIDS) in patients at low risk 
for AIDS (1) has prompted us to describe some of our own 
work with a group of these patients at our clinic. Most pre- 
vious reports have been of high-risk patients, such as homo- 
sexual men, for whom a diagnosis of malingering has been 
made (2). Patients with “factitious AIDS,” or malingerers, 
may be distinguished from those who present with the delu- 
sion of AIDS by virtue of their risk group and associated risk 
behaviors, as well as by our perception of the potential gain 
for patients in either case. Malingerers, on the one hand, may 
seek attention from health care workers, leading to invasive 
procedures for testing and assessment. Deluded patients, on 
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the other hand, may have an intense fear of death, sex, or 
relationships, The latter patients are, in part, similar to the 
“worried well” (3), who are a significant subgroup in the 
AIDS-psychiatric disorder spectrum. It is clear that many of 
the patients who present with this delusion, which may be a 
manifestation of an affective disorder, will improve with the 
appropriate medication. 

In addition to the expert interventions of our liaison psy- 
chiatrists, we have found that brief psychotherapy with the 
patient, and sometimes the family, is advantageous. The 
main psychotherapeutic maneuver is to avoid getting into an 
impasse in which the patient protests that the therapist is not 
taking his or her belief about having AIDS seriously. To 
circumvent a situation in which views on both sides become 
more rigid, we have escalated the anxiety of patients in some 
cases (4). Thus, instead of dismissing the delusion, we ask the 
patient a series of hypothetical questions about the implica- 
tions if indeed he or she does have AIDS. By eliciting the 
greatest fear, the therapist colludes with the patient in the 
delusion to some extent. This has the effect of altering the 
perception of some patients, leading to different behavior 
and, commonly, less rigidly held beliefs about having AIDS 
(S). 

Worries about AIDS often conceal other problems. Mar- 
riage or sexual difficulties may be described once the delusion 
has been successfully dealt with. There is a role for both 
psychopharmacological and psychotherapeutic interventions 
with patients who present with the delusion of having AIDS. 
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ROBERT BOR, PH.D. 
RIVA MILLER, B.A. 
London, England 


Psychiatrists and the Management of Patients With 
Alzheimer’s Disease 


Sır: We were delighted to read the editorial by the APA 
Task Force on Alzheimer’s Disease (1). We agree with the 
task force that psychiatrists have much to offer in the man- 
agement (treatment may be too strong a word at this time) of 
Alzheimer’s disease victims. Bringing their special skills to 
bear is quite another matter and entails several challenges; 
these concern diagnosis, management, and remuneration. 

Psychiatrists can diagnose dementia. Determining its eti- 
ology calls for an interdisciplinary approach including at 
least a neurologist and a psychologist in addition to the psy- 
chiatrist. The neurologist seeks signs and symptoms of var- 
ious dementia-producing entities, interprets radiologic find- 
ings, performs lumbar punctures when indicated, and 
suggests or carries out further studies such as EEG, carotid 
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Doppler studies, or, in conjunction with a radiologist, cere- 
bral angiography. 

The psychologist attempts to confirm the findings of the 
psychiatrist’s clinical examination and attempts to determine 
if the deficits are localized or generalized, unilateral or bilat- 
eral, anterior or posterior. Each finding has both diagnostic 
and management implications, 

Demented patients cannot be managed in the traditional 
one-to-one psychiatrist-patient relationship. Management of 
organically impaired patients requires additional profes- 
sional help. For example, dementia victims frequently cannot 
be left alone while the accompanying person is being inter- 
viewed. Vital signs need to be monitored in those taking 
medications. Serial testing with brief psychometric instru- 
ments is needed to help determine if behavioral changes are 
related to progress of the dementia or other causes. Tele- 
phone calls from family members must be answered; they 
concern medication side effects and behavioral changes that 
can be monitored effectively by a nurse, thus sparing many 
patient visits. Psychiatrists who practice with only the assis- 
tance of a part-time secretary cannot deal effectively with 
these patients and their families. 

Compensation for services is an important issue. At our 
facility, Medicare pays $116 of the $150 charge for an initial 
psychiatric evaluation and $12 of the $40 medication follow- 
up visit, despite the fact that the visit requires half an hour of 
a physician’s and a nurse’s time. Were we not part of a 
federally funded Alzheimer’s disease research center, we 
could not afford to manage these patients. 

The impossibility of caring for these patients as solo prac- 
titioners, the need to be part of an interdisciplinary team, and 
the need to find creative means to secure remuneration are all 
challenges to psychiatrists who wish to follow the task 
force’s recommendations. We have found the means to ac- 
complish these goals at our institution. A nurse coordinates 
patient flow and assists in evaluation and management; she is 
the family’s chief contact. The psychiatrist, neurologist, and 
neuropsychologist work in concert, with the psychiatrist 
serving as the entry point to our system and also communi- 
cating our findings to the patients and their families. Portions 
of salaries are paid from our federal grant, drug studies, 
private philanthropy, and fees from patients. 

We hope that other psychiatrists can also find means to 
overcome the obstacles to caring for patients with Alzhei- 
mer’s disease. Doing so requires breaking down territorial 
barriers, sharing responsibility with other disciplines, and 
finding means of reimbursement to supplement poorly fund- 
ed entitlement programs. 


REFERENCE 


1. American Psychiatric Association Task Force on Alzheimer’s 
Disease: The Alzheimer’s disease imperative: the challenge for 
psychiatry (editorial), Am J Psychiatry 1988; 145:1550-1551 


MYRON F. WEINER, M.D. 
JIM HOM, PH.D. 
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Str: The editorial on Alzheimer’s disease certainly made 
very clearly the important point that the psychiatrist is the 
best equipped physician to care for Alzheimer’s disease pa- 
tients and their families. However, the task force might have 
emphasized the need to explore more fully the role of the 
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circulation in Alzheimer’s disease, since the patient in Alz- 
heimer’s original case, upon which all the subsequent, copi- 
ous research on Alzheimer’s disease is based, had arterioscle- 
rosis of the radial arteries and the larger cerebral arteries (1) 
and also likely had some sclerosis of the carotid and vertebral 
arteries. This condition would tend to reduce the blood flow 
to the brain and impair the microcirculation, leading to neu- 
rone dysfunction. 

These observetions are important because anticoagulant 
therapy can improve the microcirculation by reducing the 
tendency of the blood cells to aggregate and form micro- 
thrombi. My studies over the past 25 years have shown that 
many dementia patients can improve tremendously and 
avoid nursing home care if anticoagulant therapy is com- 
bined with standard psychiatric care (2, 3). Perhaps, as 
Brayne and Calloway suggested i4), Alzheimer’s disease is 
not actually a separate entity. This is worth considering in 
view of the implications for a far more successful treatment 
program then we have at present. 
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ARTHUR C. WALSH, M.D. 
Pittsburgh, Pa. 


Depression in Patients With Alzheimer’s Disease 


Sır: What a splendid, timely study by Burton V. Reifler, 
M.D., M.P.H., and associates (1) on the effects of imipra- 
mine in Alzheimer’s disease patients with and without de- 
pression, and what a puzzling conclusion! “The results sug- 
gest that moderate depression is a treatable condition in 
patients with Alzheimer’s disease.” This conclusion does not 
startle us in terms of what we have come to accept as a 
truism, but the conclusion is startling if one looks at the 
findings of this complex, carefully documented study. 

The authors treated a group cf depressed and demented 
patients with an antidepressant. Did the depression improve? 
Yes. Did the “dementia” improve? Well, no; in fact, it got a 
little worse. A gain was offset by a loss. 

One “problem” with the study is that the placebo-treated 
group had as much improvement in depression as the drug- 
treated group (and without any impairment of cognitive 
function). We can only conclude from this that having inter- 
est shown is of benefit to depressed, usually lonely, elderly 
persons. 

What this study did mot demonstrate is that a chemical— 
in this case, imipramine—holds the edge over “social” (my 
word) treatment of depression in the depressed demented 
elderly. (In their conclusion, the authors were careful not to 
attribute the improvement to the medication alone.) I had 
thought it did. I am grateful to the authors for a significant 
contribution. 
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MYRON G. SANDIFER, M.D. 
` Lexington, Ky. 


Dr. Reifler Replies 


Str: Dr. Sandifer’s reaction to the results of our study was 
shared by some of our investigative team, most of whom 
would have predicted that imipramine would prove superior 
to placebo. 

I quite agree with Dr. Sandifer that moderate depression in 
a demented patient often responds quite nicely to an expres- 
sion of interest and an opportunity for increased activity; I 
would only caution against generalizing this approach to 
more severely depressed inpatients, as such individuals were 
excluded from our study. From a personal perspective, I have 
not eliminated the use of antidepressant therapy in mod- 
erately depressed, demented patients, since some patients 
have great confidence in pharmacologic trearment, and the 
importance of the patient’s own belief system is not to be 
dismissed. 

One point of clarification is that we do net have enough 
evidence to say that our subjects’ dementia worsened. Scores 
on the Dementia Rating Scale showed a slight decline, while 
scores on the Mini-Mental State showed a slight improve- 
ment; thus, the results are conflicting. However, given the 
potential risks of using a tricyclic antidepressant, I hope our 
results will encourage even biologically oriented clinicians to 
expand their treatment approaches to include nonsomatic 
forms of therapy, e.g., recommending a behavioral interven- 
tion or enrollment at an adult day center. 


BURTON V. REIFLER, M.D., M.P.H. 
Winston-Salem, N.C. 


Disturbed Sleep in the Elderly 


Sir: The review article ‘Sleep Disorders in the Elderly” by 
Michael G. Moran, M.D., and associates (1) provided a de- 
tailed, scholarly overview. There are a number of issues re- 
lated to this topic that I would like to highlight further. 

The authors noted that grief and mourning are common 
issues for the elderly that may lead to disturbed sleep. Also 
important is the common fear among the elderly of dying 
while asleep. In Greek mythology, Sleep and Death are twin 
brothers, Hypnos and Thanatos. We often speak of death as 
“the big sleep.” Questions about fear of dying during sleep 
need to be asked of elderly patients who complain of diffi- 
culty sleeping. These fears can be addressed with psychother- 
apeutic interventions (2). 

Another issue not specifically discussed in the article is the 
frequent occurrence of people in the elderly person’s support 
network (spouse, family members, physician, nursing home 
personnel) who also suffer when the elderly person’s sleep is 
disturbed. The experience in our sleep disorders program 
and geropsychiatry program is that it is essential to involve 
members of the support network in the diagnostic and treat- 
ment process. This enables us to intervene simultaneously at 
multiple levels of the system and to determine who is “the 
customer” (3). When the authors suggested a minimum of 1 
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month between reassessments of prescriptions for hypnotics, 
I become concerned that this schedule is based on what is 
easier for the support network or institution rather than on 
the patient’s needs, especially since many of the hypnotic 
medications lose effectiveness in less than 1 month of regular 
nightly use (4). Unfortunately, the only rationale for pre- 
scribing hypnotic medication is often the physician’s or nurs- 
ing staff’s wish not to have their own sleep disturbed (5). 

Finally, I find it difficult to understand Dr. Moran and 
associates’ implication that temazepam is the hypnotic agent 
of choice for the elderly, especially when the authors note its 
slow absorption and the need to take it 1—2 hours before 
bedtime. This could lead to the potentially dangerous situa- 
tion of an elderly person taking the medication well before 
bedtime, forgetting he or she has taken it, and then taking 
additional doses. Also, taking temazepam so long before 
bedtime would seem to increase the likelihood of falling 
while trying to get to bed. My own view is that there is no 
perfect hypnotic agent. The clinical choice of hypnotic med- 
ication should be based on a clinical understanding of the 
benefits and risks of the various agents (6). The authors cer- 
tainly provided us with the detailed information needed to 
make this choice. 


REFERENCES 


1. Moran MG, Thompson TL H, Nies AS: Sleep disorders in the 
elderly. Am J Psychiatry 1988; 145:1369-1378 

2. Blacher RS: The briefest encounter: psychotherapy for medical 
and surgical patients. Gen Hosp Psychiatry 1984; 6:226—232 

3. Lazare A, Eisenthal S, Wasserman L: The customer approach to 
patienthood: attending to patient requests in a walk-in clinic. 
Arch Gen Psychiatry 1975; 32:553-558 

4. Kales A, Kales JD: Evaluation and Treatment of Insomnia. New 
York, Oxford University Press, 1984 

5. Perry SW, Wu A: Rationale for the use of hypnotic agents in a 
general hospital. Ann Intern Med 1984; 100:441-446 

6. Berlin RM: Management of insomnia in hospitalized patients. 
Ann Intern Med 1984; 100:398—404 


RICHARD M. BERLIN, M.D. 
Pittsfield, Mass. 


Sır: Dr. Moran and associates advised in appendix 2 of 
their review that elderly patients should “avoid naps as much 
as possible.” This advice may be premature, overly simple, 
and not applicable to all patients. 

The authors pointed out that older persons may need day- 
time naps because of changes in the circadian distribution of 
sleep. Naps may become an important source of slow wave 
sleep, since slow wave sleep at night diminishes with age. 
Avoidance of naps may be deleterious to the patient. In an 
ongoing study of nap polysomnography data in elderly men- 
tal patients and control subjects (1), we found the average 
amount of slow wave sleep to be impressively high. In de- 
mented patients, depressed elderly subjects, and normal el- 
derly subjects, the average values (in minutes) for slow wave 
sleep were 12.9, 11.5, and 10.3, respectively. Comparing 
these values to published data on slow wave sleep at night in 
these subject groups (2), we calculated that during night 
sleep these patients and control subjects have only 3.9, 6.3, 
and 9.2 minutes, respectively, of slow wave sleep. Slow wave 
sleep may have an important restorative value (3), and the 
advice to avoid daytime naps must be used with caution with 
the elderly, especially the demented or depressed. 
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MANUEL S$. DUMLAO, M.D. 
DAVID GUREVICH, M.D., PH.D. 
DONALD F. CALDWELL, PH.D. 
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Dr. Moran and Associates Reply 


Sır: While we have not found it to be “common” that 
elderly patients link sleep with death and that their fear of 
dying disrupts their sleep, Dr. Berlin’s comments are inter- 
esting and worthwhile. Same elderly patients, especially 
those with severe medical or surgical illness, may uncon- 
sciously associate the state of helplessness connected with 
sleep with being out of control of their medical illness and, as 
in fears of impending surgery under general anesthesia, be- 
come extremely anxious. Psychotherapy that establishes 
these connections for the patient and then helps the patient 
maintain control in other areas (as a kind of compensatory 
gaining of control) may help. 

Information from the support system of the family is cru- 
cial in the diagnosis of depression (as a cause of disrupted 
sleep), sleep apnea, and overuse of hypnotic agents. 

Our recommendation to reassess at least monthly the need 
for and dose of any prescribed hypnotic medication should 
not be read to suggest that we consider monthly checking of 
the patient to be adequate care. We emphasize, first, the use 
of nonpharmacologic measures; next, multiple, simultaneous 
diagnostic approaches for a comprehensive evaluation of the 
complaint before prescribing any medication; and, last, close 
monitoring for evidence of the medication’s efficacy and side 
effects. We feel that physicians who implement such mea- 
sures are acting consonant with patients’ needs. 

Dr. Berlin has apparently understood our recommenda- 
tion of temazepam as the agent of choice to mean that we 
think it is the “perfect hypnotic agent.” This is a misreading 
of our article. Slow absorption of temazepam is a drawback 
but would seem to protect against the dangers (seen in rap- 
idly absorbed agents) of rapid sedation or delirium associ- 
ated with a “buzz.” Anterograde amnesia can occur with any 
benzodiazepine, but among the hypnotics it happens most 
frequently with triazolam. Dr. Berlin’s point about falls is 
well taken, especially since two recent reports have directly 
associated use of sedatives with a greater frequency of falls 
by elderly persons (1, 2). However, when specific drug 
classes were cited as increasing the risk of falls, short- to 
intermediate-acting drugs like temazepam were not men- 
tioned; long-acting benzodiazepines seem to be the culprits. 

We agree with Dr. Perl and colleagues that our advice 
about naps may not be applicable to all patients; increased 
daytime sleeping is rare (less than 2% of elderly “poor sleep- 
ers” report napping) and is chiefly an indicator only of de- 
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creased sleep efficiency—tess sleep per nocturnal hour spent 
in bed—and of consequent daytime somnolence (3). How- 
ever, avoiding excessive napping may help increase the de- 
mand for nighttime sleep and thereby improve distribution 
of sleep. A problem here is that there is notoriously little 
research on napping. 

We disagree with the notion implied in Dr. Perl and col- 
leagues’ letter that decreased slow wave sleep in the elderly is 
an important deficiency that must be remedied and that naps 
could be the remedy. We know of no data that suggest that 
the decrease in slow wave sleep is pathological. Slow wave 
sleep consists of non-REM stages 3 and 4. Stage 4 is reduced, 
in both an absolute and a relative sense, with aging; stage 3 
is normal or increased in women and normal or decreased in 
men. The changes are probably representative of decreased 
EEG amplitude with age, compared with that of the young 
adult (4). 
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Denver, Colo. 


Heterogeneity of PTSD 


Sir: The letter to the Editor on “Differences Among Pa- 
tients With PTSD” by Patrick E. Ciccone, M.D., and asso- 
ciates (1) referred to, but contained a misinterpretation of, 
my work and views on posttraumatic stress disorder (PTSD). 
The misinterpreted quotation in their letter is, “Kolb . . . re- 
cently elaborated a neuropsychological hypothesis to explain 
PTSD but confined his observations to military veterans who 
had experienced long and high-level combat exposure.” 

My hypothesis applies to PTSD induced by any intense, 
life-threatening traumatic experience, including exposure to 
combat, natural disasters, and tke catastrophes of daily life 
such as automobile, rail, and industrial accidents, fire, as- 
sault, and rape. All are perceived by the individuals exposed 
to them as mortal danger associated with fear/terror emo- 
tional responses. Neurologically, the CNS translates both the 
meaning of the percept and its intensity into electrochemical 
signals. My hypothesis is that often-repeated, high-intensity 
signals lead to neural change, which induces hypersensitivity 
and impairment of habituation learning. This thesis evolved 
not only from psychological and psychophysiological studies 
of combat veterans and prisoners of war but also from clin- 
ical contacts with civilian patients with PTSD. PTSD is to 
psychiatry as syphilis was to medicine. At one time or an- 
other, PTSD may appear to mimic every personality disor- 
der. Life-threatening catastrophes may strike anyone, irre- 
spective of age, sex, color, creed, health, and physical or 
mental disease, past or present—thus, the so-called hetero- 
geneity. But beyond the history of the catastrophic experi- 
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ence, there are regularly present nuclear symptoms. These 
are intrusive thinking about the event(s), repetitive night- 
mares of the traumatic experience, startle reactions, irrita- 
bility, proclivity to explosive aggressive reactions, and emo- 
tional hyperarcusal when exposed to either external percepts 
or emergent thoughts about the event. 

Depending principally on the intensity and duration of the 
threat experiences, the course of PTSD varies widely. One 
may see acute cases subsiding in a few months, others with 
delayed clinical onset, and the severe chronic states. Single 
civil accidents and industrial accidents are short-lived. These 
experiences do not compare in duration with the daily mor- 
tal threat experienced by the front line combat soldier or the 
imprisoned Holocaust victim. It is those threatened over long 
periods who suffer the long-standing severe personality dis- 
organization that is episodically exacerbated in the face of 
current emotional stresses. Personality plays a significant role 
in the clinical picture as the individual struggles against re- 
current fixed symptoms, responds with anxious depression, 
and suffers an inner devastation of his or her sense of self and 
security. He or she brings into operation whatever psycho- 
logical defenses and assets are available. One would expect 
the psychophysiological changes recently described to occur 
particularly in those with the more severe and enduring cases 


of PTSD. 
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LAWRENCE ©. KOLB, M.D. 
Albany, N.Y. 


Dr. Ciccone and Associates Reply 


Sir: We concur with many of the ideas espoused by Dr. 
Kolb in his letter. For example, the heterogeneity of PTSD to 
which he alludes is an observation consistent with our own 
data. In a clinical study of more than 70 patients with acute 
PTSD precipitated by motor vehicle accidents and more than 
150 Vietnam war veterans with chronic PTSD, we found 
major differences between these two groups on many varia- 
bles, including source of referral, age, sex, socioeconomic 
level, character of intrusive and avoidance symptoms, and 
treatment noncompliance behavior (1). 

These differences were of sufficient magnitude and quality 
to call into question the feasibility of constructing generali- 
zations about PTSD based on only one treatment group. Our 
findings suggest that various subtypes of PTSD exist. More- 
over, these differences also suggest that the character of the 
stressor, its timing, frequency, and duration, and the devel- 
opmental age of the person on whom the stressor acts con- 
tribute to the heterogeneity of PTSD. Dr. Kolb seemingly 
agrees when he states that the course of PTSD varies widely 
depending principally on the intensity and duration of the 
threat experienced and, similarly, when he states that one 
would expect the psychophysiological changes to occur par- 
ticularly in those cases which are more severe and enduring. 
Whether these putative psychophysiological changes occur 
acutely or, for that matter, precede or are consequences of 
psychological changes remains at issue. 

Dr. Kolb’s assertion that the course of PTSD varies is 
widely supported. A field study by Helzer et al. (2) reported 
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a rapid resolution of PTSD symptoms within 4-6 months 
after the trauma in a substantial proportion of the victims 
surveyed, while a less substantial group continued to have 
symptoms for 1 year or more. A similar clustering was noted 
by Burstein (3) in the duration of treatment of a group of 
civilians with acute PTSD. 

Dr. Kolb contends that his neuropsychological hypothesis 
applies to PTSD induced by any intense, life-threatening 
traumatic experience. However, we question the import and 
extent of putative CNS changes that are induced by a motor 
vehicle accident (without direct physical injury) occurring in 
a time frame of seconds compared to those changes which 
might evolve over 1 year or more of intermittently intense 
combat exposure, in a prisoner of war, or in a concentration 
camp victim. 

Although the search for biological markers of PTSD con- 
tinues and includes measures as diverse as cyclic AMP signal 
transduction (4) and polysomnographically recorded sleep 
(5), the preponderance of positive biological findings has 
tended to come from studies of chronically stressed patients. 
Does Dr. Kolb’s hypothesis, including attendant biological 
changes, apply to all subtypes of PTSD? Certainly, recapit- 
ulation of biological studies of acute cases of PTSD (e.g., 
victims of rape, assault, motor vehicle accidents, and natural 
catastrophes) would help to answer that question. 

We believe that the heterogeneity of PTSD has implica- 
tions for biological marker studies as well as other research. 
A priori attempts to establish homogeneity among PTSD re- 
search study groups for core PTSD pathology, concomitant 
axis I and axis II syndromes, the presence of social supports 
and coping skills, and a multitude of other variables would 
greatly enhance our understanding of what may very well be 
a spectrum disorder. 
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PATRICK E. CICCONE, M.D. 
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ALAN BURSTEIN, M.D. 
Freehold, N.J. 

ROBERT A. GREENSTEIN, M.D. 
Philadelphia, Pa. 


Prodromal Symptoms in Agoraphobia and Panic Disorder 


Sir: Giovanni A, Fava, M.D., and associates (1) presented 
data indicating that of 20 patients suffering from panic dis- 
order with agoraphobia, 18 reported experiencing agorapho- 
bic avoidance, generalized anxiety, and/or hypochondriacal 
fears and beliefs before the first panic attack. They believe 
that this runs counter to the current DSM-III-R classifica- 
tion, which asserts that agoraphobia is secondary to panic 
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attacks (although DSM-III-R allows for agoraphobia with- 
out panic attacks). 

The authors quoted Roth (2) in support of their findings of 
such prodromal features of agoraphobia. However, Roth’s 
paper presented no systematic, study-based data; it was 
based on clinical observations. 

The authors dismissed several studies which have found, 
contrary to their position, that panic attacks do precede the 
development of agoraphobic avoidance. Thyer and Himle 
(3), for example, gave questionnaires to members of an ag- 
oraphobia self-help group, asking them to date their first 
panic attacks and also to date when they first realized they 
were developing agoraphobia. The mean age at the time of 
the first panic attack was 25 years, whereas the mean age at 
the onset of agoraphobia was 33 years. However, Dr. Fava 
and colleagues rejected as “uncontrolled” this and other 
studies reporting similar data. I shall discuss their miscon- 
ception of “control” below. 

To explain the discrepancy between their results and those 
of others, Dr. Fava and colleagues suggested that there is a 
phenomenon of “effort after meaning,” in which a patient 
may selectively remember events that provide an explanation 
for a disorder. However, it is unclear why it should be more 
likely for a patient to erroneously believe that his or her 
panic attacks cause agoraphobia than to believe that the ag- 
oraphobia causes the panic attacks. 

Dr. Fava and associates’ explanatory “effort after mean- 
ing” applies equally well to their own findings. For example, 
it is noteworthy that both their patients and their control 
subjects were interviewed by the same nonblind psycholo- 
gist, who may have been striving after his own meaning. This 
elementary methodological flaw is a more convincing expla- 
nation for their discrepant results than their suggestion of 
“effort after meaning.” 

The authors favorably contrasted their easily biased, non- 
blind study with others they dismissed as uncontrolled, im- 
plying that their study was methodologically superior. How- 
ever, the fact that they interviewed a group of normal 
subjects, as well as patients, to ascertain prodromal symp- 
toms is entirely irrelevant, since the question of the sequence 
of spontaneous panic leading to phobic avoidance is a with- 
in-group, rather than a between-groups, contrast. Their so- 
called control group was cosmetic rather than substantive. 

It is interesting that Dr. Fava and his colleagues found 
such a high prevalence of hypochondriasis (in 17 of 20 
patients). Clinicians experienced with panic disorder patients 
recognize that hypochondriasis is usually secondary to panic 
attacks rather than an antecedent. It is possible that these 
investigators misinterpreted spontaneous panic attacks as 
hypochondriasis. 

The separate, small (N=7) reliability study Dr. Fava 
and colleagues reported (correlation coefficient=0.86) did 
not convincingly demonstrate reliability in the detection of 
panic attacks. With this sample size, a generous 0.90 confi- 
dence lower limit on this correlation is 0.44, which is not 
reassuring. 

I have never claimed that agoraphobic patients are, as the 
authors put it, “confident and energetic” before their first 
panic attack. Indeed, I have pointed out the high incidence of 
early separation anxiety. Whatever a patient’s level of neu- 
roticism, dependency, or fearful approach to life may be, the 
initial series of spontaneous panic attacks remains the key 
causal link that often initiates the development of the pattern 
of avoidances typical of agoraphobia (4). 
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DONALD F. KLEIN, M.D. 
New York, N.Y. 


Dr. Fava and Associates Reply 


Sir: In the 1960s several studies failed to show an associ- 
ation between life events and depression; however, these 
studies had considerable methodological shortcomings (1). 
In 1969 Paykel et al. (1) were successful in demonstrating 
such a relationship in a controlled study. They introduced 
two crucial methodological factors: 1) use of a semistruc- 
tured research interview instead of an unspecific self-rating 
questionnaire and 2) delay of the interview until the acute 
disturbance had passed, to decrease the likelihood of biased 
recall. Two decades later, the association between life events 
and depression appears to have been substantiated by an 
impressive body of research findings (2). Research on pro- 
dromal symptoms in psychiatry is just beginning and may be 
at a stage that is comparable to life events studies in the 
1960s. In selecting the method for our study on prodromal 
symptoms in panic disorder with agoraphobia, we tried to 
incorporate the research experience gained in studying the 
prodromal symptoms of schizophrenia and the advances 
made in life events studies (2). 

Dr. Klein suggests that we implied that our study was 
“methodologically superior” to previous investigations be- 
cause it was controlled. This is not the case—to the same 
extent that the issue of control did not make the investigation 
of Paykel et al. (1) superior to previous controlled studies on 
life events. First, we used a detailed, semistructured research 
interview instead of self-rating instruments. We do not be- 
lieve that four sentences of a self-rating inventory—such as 
that used by Tkyer and Himle and mentioned by Dr. Klein— 
and a 1-hour interview with detailed probing and cross- 
checking with relatives are likely to yield similar results. This 
would contradict two decades of psychometric research. Life 
events research (2) has shown that the “effort after meaning” 
particularly aposlies to ill-defined and vague enquiries. 

Dr. Klein wonders “why it should be more likely for a 
patient to erroneously believe that his or her panic attacks 
cause agoraphobia than to believe that the agoraphobia 
causes the panic attacks.” The dramatic, sudden occurrence 
of panic attacks lends itself to effort after meaning more than 
the subtle, slow development of agoraphobic avoidance. Any 
clinician experienced in behavioral treatment of phobic dis- 
turbances is aware that patients are likely to deny phobic 
disturbances and tend to become fully aware of them in the 
course of treatment, when they zre actually confronted with 
the feared situations or objects. Postponing the research in- 
terview until the acute disturbance has passed was therefore 
the second, crucial methodological issue. 
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We would like to reassure Dr. Klein that we are able to 
discriminate between hypochondriasis and panic attacks. It 
is worth mentioning, however, that current diagnostic in- 
struments (e.g., the Schedule for Affective Disorders and 
Schizophrenia) do not include enough information on hypo- 
chondriacal fears and beliefs (for instance, they do not dis- 
criminate between hypochondriasis, nosophobia, concern 
about pain, etc.). This is why we had to incorporate Kellner’s 
Illness Attitude Scales in Paykel’s Clinical Interview for De- 
pression. The interview, which we have been using for 8 
years, and the small reliability study were not aimed at de- 
tecting panic attacks, as Dr. Klein implies, but were for rat- 
ing prodromal symptoms only. 

The fact that our study was controlled was not for “cos- 
metic” reasons. A control group would have been unimpor- 
tant for a negative study. In our case, however, we wanted to 
verify whether our sensitive instrument might yield false pos- 
itive results in a sample of normal subjects, as we had found 
with the Hamilton Rating Scale for Depression. 

Dr. Klein did indeed write that patients are “often feeling 
quite well” when they are suddenly struck by the worst expe- 
rience of their lives, a panic attack (3, p. 236). We are glad to 
see that his views on the pre-panic patient are changing. 

When we wrote our report, there were no published stud- 
ies to support our findings, aside from Roth’s clinical wis- 
dom. Since then, two investigations have provided some sup- 
port for our results, even though their methods are still 
subject to criticism. Garvey et al. (4) found that 28% of 32 
panic disorder patients had prodromal generalized anxiety 
symptoms lasting a median of $ years before the occurrence 
of the first panic attack. Lelliott et al. (5) reported that 70% 
of 56 patients with panic disorder had prodromal depres- 
sion, anxiety, or avoidance in the month before the first 
panic attack. Agoraphobic avoidance preceded the first panic 
in 23% of cases. 

Will the primacy of panic attacks in agoraphobia (and thus 
of panic disorder with agoraphobia compared to agorapho- 
bia with panic attacks) survive the test of timer We think our 
investigation has yielded methodological stimuli for further 
progress in the area of research on prodromal symptoms. 
Meanwhile, more and more clinicians are becoming aware of 
the limitations of treating the symptoms (panic) as the whole 
disease (agoraphobia). 
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Effect of Fluoxetine on Metabolism of Tricyclic 
Antidepressants in the Lungs 


Sir: The recent letter to the Editor by D.A. Vaughan, M.D. 
(1) on increased blood levels of tricyclics associated with use 
of fluoxetine reported a very important finding. The mecha- 
nism of this interaction is unknown. Dr. Vaughan suggested 
that fluoxetine may inhibit the hepatic metabolism of tricy- 
clics. However, the data on one of her patients seem incon- 
sistent with this hypothesis. Therefore, 1 would like to offer 
other possible mechanisms to account for this interaction. 

Dr. Vaughan’s second patient, Ms. B, only took 20 mg of 
fluoxetine for 3 days, yet her desipramine level rose to almost 
five times the previous level (to 632 ng/ml). Unfortunately, 
the report did not tell us how long the fluoxetine had been 
discontinued before this plasma level was reached; we can 


- only surmise that it was several days later. Furthermore, the 


possible side effects that developed with fluoxetine seem to 
have lasted several weeks. If these were the result of an ele- 
vated plasma level of the tricyclic, this would indicate that 
only. 3 days of fluoxetine treatment produced an adverse 
reaction with a tricyclic that lasted for several weeks. It 
seems unlikely that fluoxetine, with a half-life of only 1—3 
days (2), would produce such a prolonged reaction through 
a hepatic mechanism. However, fluoxetine’s N-demethylated 
metabolite, norfluoxetine, has a plasma half-life of 7—15 
days (2). Therefore, this metabolite would be more likely to 
cause a prolonged tricyclic level by inhibiting the hepatic 
metabolism of the tricyclic. 

However, we would like to suggest another site for this 
interaction: the lungs. Radiolabeled fluoxetine and norflu- 
oxetine have persisted in the human body for more than 20 
days (2). Interestingly, in animals, fluoxetine and norfluoxe- 
tine are sequestered in tissue (primarily lung tissue) and very 
slowly disappear upon discontinuation of fluoxetine (2). To- 
bacco smoke contains inhibitors and inducers of drug-oxi- 
dizing enzymes and, in some studies, has been shown to 
lower plasma concentrations of tricyclic antidepressants (3). 
This net effect of stimulation of drug metabolism probably 
occurs in the lungs, not the liver (3). Therefore, if fluoxetine 
and its metabolites are stored in the lungs, fluoxetine’s pos- 
sible effect on metabolism of tricyclics may occur here rather 
than in the liver. Fluoxetine and/or its metabolites may in- 
hibit tricyclic-oxidizing enzymes in the lungs, thereby caus- 
ing prolonged elevated plasma levels of the tricyclic. 

Also, if fluoxetine and its metabolites are stored in the 
lungs in humans, it becomes vital to know whether Dr. 
Vaughan’s patients were smokers. Possibly, tobacco smoke 
affects the metabolism of fluoxetine in the lungs. Therefore, 
it is conceivable that both fluoxetine and tobacco smoke 
must be present to cause the elevated tricyclic levels. We have 
one patient who becomes ill (generalized weakness, lethargy, 
and lightheadedness) if he smokes while taking 40-60 mg/ 
day of fluoxetine. This reaction does not occur if he chews 
nicotine gum instead of smoking. This indicates that the to- 
bacco smoke may somehow contribute to this reaction, pos- 
sibly by affecting metabolism of fluoxetine. It is important to 
remember that tobacco smoking may have an effect on drug- 
metabolizing enzymes which lasts for 3 months or more after 
cessation of smoking (4). 
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JOHN M. DOWNS, M.D. 
ANNA D. DOWNS, PH.D. 
Memphis, Tenn. 


Dr. Vaughan Replies 


Sir: I appreciate the suggestion by Drs. John and Anna 
Downs that fluoxetine and its metabolite norfluoxetine may 
be sequestered in lung tissue and that tobacco smoke might 
affect the metabolism of fluoxetine in the lungs. However, 
neither Ms. A nor Ms. B in my case reports smoked ciga- 
rettes; therefore, the proposed mechanism does not explain 
the elevated plasma levels of the tricyclic antidepressant. 


D. ANN VAUGHAN, M.D. 
Wichita, Kan. 


Subtyping Dysthymia 


Sir: In their article “A Critical Discussion of DSM-III 
Dysthymic Disorder” (1), James H. Kocsis, M.D., and Allen 
J. Frances, M.D., proposed three subtypes of chronic depres- 
sion. One subtype has an early, insidious onset followed by 
a course that may or may not progress to intermittent or 
chronic depression of major proportions. A second subtype 
of intermittent or chronic depression may develop after an 
acute major depression, often at a later age. A third type 
appears to be chronic depression in assoctation with other 
axis I or axis II psychopathology, a chronic medical disorder, 
or chronic stress. The authors’ subcategorization seems im- 
portant, especially with respect to the clinical picture. 

When we classified 80 inpatients (40 of them male) ac- 
cording to their clinical picture, we found the following. 
There were 13 inpatients (16.3%) of subtype 1, eight inpa- 
tients (10%) of subtype 2, and 59 inpatients (73.8%) of 
subtype 3. These results reveal an excessive number of pa- 
tients in subtype 3. Nine (15.3%) of the inpatients in this 
subtype (seven female and 2 male) had only somatization 
disorder and dysthymia. 

According to DSM-III-R, anxiety and depressed mood are 
extremely common, and many individuals with somatization 
disorder seek health care because of depressive symptoms, 
including suicide threats and attempts. In a study that was 
part of the National Institute of Mental Health Epidemio- 
logic Catchment Area Program used to examine somatiza- 
tion disorder in a community population, Swartz et al. (2) 
reported a high association between depression (major de- 
pression and dysthymia) and somatization disorder. Approx- 
imately 65% of the respondents who had somatization dis- 
order according to the Diagnostic Interview Schedule and 
DSM-III also met the criteria for dysthymic disorder. They 
also found that 77.96% of those with somatization disorder 
had more than one diagnosis. Somatization disorder is diag- 
nosed predominantly in women (2, 3). 

Considering these data and our results, we may at least 
consider the patients with somatization disorder as a distinct 
fourth subgroup. But we also should not neglect the need for 
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further research concerning diagnoses on all five axes in a 
widened group of dysthymic patients so as to achieve better 
subcategorizatian. 
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CAN TUNCER, M.D. 
K. OGUZ KARAMUSTAFALIOGLU, M.D. 
Istanbul, Turkey 


Dr. Kocsis Replies 


Sır: Drs. Tuncer and Karamustafalioglu raise an impor- 
tant issue about dysthymia that was only partly addressed in 
our review. Dysthymic disorder has been found to have a 
high comorbidity with other axis I disorders (1). Should dys- 
thymic patients who have comorbid somatization disorder, 
psychoactive substance abuse disorder, eating disorders, etc. 
be categorized as separate subtypes? Such a suggestion 
would seem premature until more data are available about 
the course, family history, and treatment response in groups 
having or not having somatization disorder or other comor- 
bid conditions. It will be important to systematically diag- 
nose comorbid disorders and to gather data about implica- 
tions for classification and treatment. Drs. Tuncer and 
Karamustafalioglu are to be commended for making this ef- 
fort and for drawing attention to this issue. 
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JAMES H. KOCSIS, M.D. 
New York, N.Y. 


Converting Doses of Fluphenazine Decanoate to 
Oral Equivalents 


Sir: We found the article by Lawrence B. Inderbitzin, 
M.D., and colleagues (1) regarding dosage of fluphenazine 
decanoate troubling because their conclusions may be mis- 
leading. Essentially, the authors retrospectively studied two 
groups of 20 schizophrenic patients. One group received flu- 
phenazine decanoate and the other received only oral medi- 
cation. There were no demonstrable differences in any other 
clinical or demagraphic characteristics. The authors then cal- 
culated the amount of oral chlorpromazine equivalents pre- 
scribed for each group by using a conversion factor for flu- 
phenazine decanoate which we believe is unproven at best 
and invalid at worst. They concluded that patients receiving 
decanoate were taking very high levels of neuroleptic com- 
pared to those receiving oral medication. The authors’ clear 
message was that patients taking decanoate were likely re- 
ceiving much higher doses of medication than they required. 
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The troubling part of this study is that it was entirely based 
on a conversion factor from decanoate to chlorpromazine 
equivalents which is less widely accepted than the authors 
suggested. According to the equation they presented, 25 mg 
(1 cc) of fluphenazine decanoate every 2 weeks equals 1500 
mg/day of chlorpromazine equivalents. Many other research- 
ers (2—5) have stated that this dose of fluphenazine decanoate 
is approximately equal to between 200 and 800 mg/day of 
chlorpromazine equivalents. This means that the data of Dr, 
Inderbitzin and associates may be off by a factor of 2 to 7, 
which would essentially eliminate differences between pa- 
tients taking oral medication and those taking the depot 
medication, 

Most clinicians and researchers would agree that there is 
no definitive way to convert depot medication doses into oral 
equivalents, but there is no mention of this problem in the 
article, The results of this study might not be as definitive as 
they appear. 

Indeed, an alternative interpretation of the data is that 
since the two groups of schizophrenic patients were indistin- 
guishable on all measures (including positive and negative 
symptoms of schizophrenia), perhaps they were receiving 
equivalent doses of medication, but the conversion factor 
resulted in spurious statistical conclusions. 

We certainly support the notion that neuroleptics should 
be used at minimum effective doses. Carefully controlled re- 
ductions in both oral and intramuscular doses are warranted. 
However, the problems in statistically converting intramus- 
cular decanoate to oral equivalents may have led to unwar- 
ranted conclusions in this study. 
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ANDREW W. BROTMAN, M.D. 
SCOTT MCCORMICK, M.D. 


Boston, Mass. 


Drs. Inderbitzin and Lewine Reply 


Sır: We agree that there are no satisfactory data on which 
to determine an absolutely definitive conversion formula and 
acknowledge that other authors have used other equiva- 
lences, although it is not always clear how they arrived at 
them. The formula we used is based on the National Institute 
of Mental Health Psychopharmacology Research Branch 
multicenter study of fluphenazine equivalence reported by 
Schooler and Levine (1). In addition to being cited in Drug 
Facts and Comparisons for 1984 and 1989 (2, 3), the for- 
mula is the one recommended by the original and principal 
manufacturer of fluphenazine decanoate. Furthermore, we 
reported not only the conversion formula we used but also 
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the actual doses of fluphenazine decanoate per unit of time, 
so that readers could decide for themselves. 

Drs, Brotman and McCormick contend that our use of this 
formula “may have led to unwarranted conclusions.” It is at 
least equally plausible that other methods of conversion have 
inadvertently obscured an important clinical issue regarding 
dissimilar dosing with high-potency and low-potency neuro- 
leptics. Baldessarini et al. (4) first called attention to this: 
“The mean chlorpromazine-equivalent dose of popular po- 
tent agents (haloperidol or fluphenazine) was 3.54 times as 
high as that of popular low-dose agents (chlorpromazine or 
thioridazine). Potent agents are commonly used in mania and 
schizophrenia, often in relatively high doses, which may 
carry an excess of risk over unproven added benefit.” Our 
findings point in the same direction, and we believe that this 
issue has not received sufficient attention. 

It is one thing to state support for prescribing neuroleptics 
at minimum effective doses, but quite another to critically 
examine our actual practices. We hope other investigators 
will agree that this is an interesting and challenging area for 
further research. 
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LAWRENCE B. INDERBITZIN, M.D. 
RICHARD RJ. LEWINE, PH.D. 
Atlanta, Ga. 


Classification of Patients Not Meeting DSM-III-R Criteria 
for Schizophrenia 


Str: Wayne S. Fenton, M.D., and associates (1) reported 
that application of the DSM-III-R criteria for schizophrenia 
results in the exclusion of approximately 10% of individ- 
uals diagnosed as schizophrenic according to DSM-III. 
These patients have to be reclassified as suffering from atyp- 
ical psychosis. They have symptoms of a delusional (para- 
noid) disorder but do not meet the DSM-III-R require- 
ments for that disorder. I think the authors have demon- 
strated an inadvertent but useful outcome of the change to 
DSM-III-R. 

As an erstwhile member of the DSM-III-R Psychosis Com- 
mittee, I concurred with the fine-tuning process for schizo- 
phrenia and was delighted with the much-needed revision of 
the DSM-III paranoid disorders section. However, I believe 
that DSM-IJI-R’s definition of delusional (paranoid) disor- 
der is overly restrictive (2). It quite accurately.describes Krae- 
pelinian paranoia (a monodelusional disorder) but ignores 
Kraepelinian paraphrenia, although many psychiatrists are 
convinced of the existence of this disorder. Paraphrenia is 
well-described in JCD-9, but, unfortunately, it may be 
dropped from ICD-10 (1987 draft of chapter V), apparently 
to promote uniformity with DSM-III-R. Its absence from 
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DSM-III-R means that cases currently have to be consigned 
to the grab-bag diagnosis of atypical psychosis. 

We have no accurate figures for the frequency of paraphre- 
nia in an inpatient population. Dr. Fenton and his colleagues 
may now have provided an approximation, if we can con- 
clude that most of their excluded cases are delusional disor- 
ders of the paraphrenic, rather than the paranoiac, type. If 
we do this, we can “‘guesstimate” that paraphrenia (ICD-9) 
is about one-tenth as common among inpatients as schizo- 
phrenia defined according to DSM-III-R. 

Without reading more than is warranted into this aspect of 
their study, I would urge Dr. Fenton and his colleagues not to 
bemoan the changes regarding the diagnostic criteria for 
schizophrenia in DSM-III-R but to consider the possibility 
that they have found a way to separate out a subgroup of 
cases which did not properly belong with schizophrenia in 
the first place. 

Although they are real illnesses, paranoia and paraphrenia 
have languished unjustifiably in obscurity. Paranoia, thanks 
to DSM-III-R, is now becoming more readily recognized in 
North America. Paraphrenia will follow suit, although its 
nonappearance in DSM-III-R will slow the process of con- 
ceptualization and case recognition. | believe that if other 
workers were to duplicate Dr. Fenton and associates’ inves- 
tigation and look more closely at the excluded patients they 
described, they would find that this is not a chance collection 
of patients with heterogeneous conditions but a relatively 
homogeneous group worthy of separate study. 
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ALISTAIR MUNRO, M.D., F.R.C.P.(C) 
Halifax, N.S., Canada 


Dr. Fenton and Associates Reply 


Sir: Perhaps, as Dr. Munro points out, we have stumbled 
upon Kraepelin’s paraphrenia among patients diagnosed as 
schizophrenic according to DSM-III who are no longer con- 
sidered schizophrenic according to the criteria of DSM-III-R. 
However, we demonstrated that this group’s baseline clinical 
characteristics and long-term course did not differ in any 
way (except by the defining symptom criteria) from those 
of the group diagnosed as schizophrenic according to 
DSM-IH-R. Therefore, if we have demonstrated paraphre- 
nia, we have also demonstrated a justification for its exclu- 
sion from the nosology. If at some time in the future 
“paraphrenic” and “schizophrenic” patients are shown to 
differ in relation to pattern or degree of inheritance, devel- 
opmental history, brain morphology, biochemical markers, 
neurophysiologic functioning, course of illness, treatment 
response, or any other external validating criterion, we 
would favor rescuing paraphrenia from obscurity. By our 
analysis of descriptive and predictive validity, however, 
paraphrenia (if that is the diagnosis our excluded group 
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might be given) and schizophrenia appear to be the same 
entity. 


WAYNE S. FENTON, M.D. 
THOMAS H. MCGLASHAN, M.D. 
ROBERT K. HEINSSEN, PH.D. 
Rockville, Md. 


Neural Substrate of Empathic Communication 


Str: Leslie Brothers, M.D. (1) has related the role of the 
right hemisphere in empathy to the production and under- 
standing of the affective components of language. This may 
be analogous to the active imagining and passive echoing 
that compete and augment empathy (2). These components 
may be monitored by speech pause time, a behavioral cor- 
relate of mood, which measures precisely cues such as mo- 
tility, affective expression, and tempo (3). Pause time, at least 
in manual activity, is linked to the right hemisphere (4), as 
are both the sequencing of elements after motor response is 
initiated (5) and the shape attribuzes in freehand expression, 
which are right central in origin (6). These data provide a 
needed basis for framing hypotheses regarding the neural 
substrate of empathic communication by manual and speech 
expressions. 
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ERNEST H. FRIEDMAN, M.D. 
East Cleveland, Ohio 


Dr. Brothers Replies 


Sir: Dr. Friedman’s letter addresses the interesting issue of 
the temporal features of expressive activity. By implication, 
he raises the issue of the neural basis of their detection by a 
receiver. 

Precise measurement of pause and “dialogue” epochs in 
mother-infant interactions has been carried out by Beebe and 
Lachmann (1). They showed that infants 3—4 months of age 
establish expectations regarding the rhythm of social ex- 
changes and, together with their caregivers, perform stable 
pause-and-activity sequences. What is of interest in regard to 
the developmen: of empathy is that the infants’ representa- 
tions of tempo appear to be based on the activity of the dyad 
rather than on that of either individual; furthermore, the 
performances of both mother and infant ensure that a joint, 
mutually responsive rhythm is maintained. A comprehensive 
account of the neural basis of empathy must encompass these 
findings, which are suggestive not so much of mimicry as of 
participatory matching. 
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Additionally, from the general point of view of higher cor- 
tical function, it is striking that a sophisticated ability to 
organize events in the temporal domain is present in young 
infants. | 


REFERENCE 
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LESLIE BROTHERS, M.D. 
Pasadena, Calif. 


Corrections 


In the review by Peter Ostwald, M.D., of the book Turn- 
of-the-Century Cabaret: Paris, Barcelona, Berlin, Munich, 
Vienna, Cracow, Moscow, St. Petersburg, Zurich, by 
Harold B. Segel (December 1988 issue, pp. 1602—1603), the 
name of Klaus Berblinger, M.D., was given incorrectly as 
Klaus Kerblinger. 

In the letter to the Editor “Suicidal Tendencies in Women 
With Human Immunodeficiency Virus Infection” from 
George R. Brown, M.D., and James R. Rundell, M.D. (April 
1989 issue, pp. 556—557), the reference citation on page 557 
on the eighth line from the end of the letter should read 
“(4).” Also, reference 5 should begin “Kolb LC.” 


Reprints of letters to the Editor are not available. 
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Where is the Library and 
Archives? 

The Library and Archives is on 
the third floor of the APA head- 
quarters building at 1400 K Street 
N.W., Washington, D.C. The hours 
are 9 am to 5 pm Monday through 
Friday. 


How can I use the Library and 
Archives? 

You can request information by 
mail, telephone or personal visits. 





Can I borrow books? 

APA members (and cooperating 
libraries) may borrow books at no 
charge. The normal loan period is 4 
weeks. 


Can I get reprints of journal 
articles from the Library? 

No. Reprints are available from 
authors. Libraries can only supply 
photocopies. We encourage you to 
make use of local sources for jour- 
nals, but we will photocopy articles 
from our collection at the pre-paid 
cost of $3 to members. 


Is there a number I can call 
for answers’? 

Yes. (202) 682-6058 is the 
reference number. We try to answer 
questions right away, but some- 
times we need time to gather infor- 
mation. We can usually respond 
within 24 hours. 






Does the Library 
do computer 
searching? 

Yes. (202) 682-6057 is the 
number to call to request a com- 
puter literature search. Because 
search requests require a signed 
form, it’s a good idea to keep a 
supply on hand. Call and ask us to 
send some for your next project. 
Charges for members are cost plus 
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$15; non-members, cost plus $40. 
Turnaround time is 2 weeks. 
Records retrieved include full 
bibliographic citations and in most 
cases abstracts. 


Can you help me find an article 
in Psychiatric News? 

Yes. Call (202) 682-6080. The 
APA Library provides the only in- 
depth indexing service for 
Psychiatric News. There is com- 
plete coverage since 1978. 





Does the Library have 
audiovisual material? What 
kinds? 

Yes. The Marion E. Kenworthy 
Learning Center’s collection in- 
cludes audiocassettes and video- 
cassettes. The audio collection has 
taped symposia from annual 
meetings since 1976; the video 
collection has clinical presenta- 
tions useful for staff and continu- 
ing medical education. The loan 
period is 2 weeks. Please call for 
charges. i 





What’s in the Archives? 
The Archives holds the records 
created by the APA, such as 
minutes, reports, correspondence, 
and photographs. There are a few 
collections of papers of individual 
psychiatrists such as Daniel Blain, 
Leo Kanner and John C. Whitehorn. 
Additionally, the Archives is the 
sole repository for the papers of 
Albert Deutch. There are tapes and 
transcripts from an oral history 
project, and a collection of arti- 
facts and photographs that relate 
to the history of American psychi- 
atry. These materials may be used 


in the Archives or photocopied, but 


they do not circulate. 
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Does the Library have a rare 
book collection? 


Yes. Our rare book collection 
contains many valuable and first 
editions of early works that reflect 
the history of psychiatry. Among 
its volumes are first edition copies 
of Benjamin Rush’s Medical In- 
quiries and Observations Upon the 
Diseases of the Mind and Joseph 
Breuer and Sigmund Freud’s Stu- 
dien uber Hysterie., 

The growth of this collection 
depends on gifts. However, the 
Library is not authorized to give 
appraisals for income tax purposes. 


Would you like me to donate my 
books and old journals to the 
Library? 

Yes. We are always pleased to 
receive gifts, but we must reserve 
the right to evaluate your gift for 
relevance to the Association and 
dispose of any books or journals we 
cannot use, Each donor is appro- 
priately acknowledged on a 
bookplate attached to the volume. 


Would the Library like a copy of 
my new book? 

Absolutely! In fact the APA 
Library began in 1961 with a collec- 
tion of autographed books by 
member-authors. This is a tradition 
we especially like to keep alive. 
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Director, Division of Basic Research 
National Institute on Alcohol Abuse and Alcoholism 
‘Alcohol, Drug Abuse, and Mental Health Administration 
Public Health Service © Department of Health and Human Services 


The Alcohol, Drug Abuse, and Mental Health Admints- 
tration invites nominations and applications for the position 
of Director, Division of Basic Research. 


This is a Senior Executive Service position in the career 
civil service, with an annual salary range of $68,700 to 
$74,900. Physicians may also be eligible for a Physician’s 
Comparability Allowance of up to $20,000 per year. The 
position is located in the National Institute on Alcohol 
Abuse and Alcoholism, Rockville, Maryland. 


The Director, Division of Basic Research, plans and 
administers rams of basic research on the causes and 
diagnosis of alcohol abuse and alcoholism, includin 
research in the neurosciences, biological, biochemical, 
behavioral, and Poeme egna sciences primarily using 
research grants to medi schools, universities, and 
private organizations. The Director is responsible for the 
development of program plans and the formulation of 
budget requests, and reviews and approves program 
plans and justifications for each of the es 
pocani within the Division of Basic Ressarch. The 

irector is responsible for the implementation of Institute 
policies within the Division and nationwide as they affect 
the research programs of the Division. 


Minimum qualifications requirements include the follow- 
ing: a sk of Doctor of Medicine, Doctor of PRT 
or a bachelor’s or higher degree in an academic field 
related to the health sciences pertinent to the work of the 
position. In addition, candidates should possess progres- 


sively responsibie experience in the scientific administra- 
tion of basic research. Professional background and/or 
education must also include an extensive knowledge of 
research methodology, and a knowledge of one or more 


- scientific disciplines that are relevant to research on 


alcohol abuse and alcoholism. Candidates must possess 
experience in the management of programs, demonstrat- 
ing competence to assume leadership in planning, 
staffing, directing, coordinating and allocating resources, 
and other responsibilities associated with executive 
leadership of a major national program. All candidates 
must have had responsible prcfessional experience at the 
senior level (GS-15 or equivalent). | 


Further information about the position and qualifications 
may be obtained by contacting Ms. Leslie Everheart at 
301) 443-5030. Applications (Application for Federal 

mployment, SF 171) accompanied by a current curricu- 
lum vitae and bibliogra should be submitted to Ms. 
Everheart at the Divis of Personnel Management, 
Alcohol, Drug Abuse, and Mental Health Administration, 
5600 Fishers Lane, Room 15C26, Rockville, Maryland 
20857. Complete application material (Including the SF’ 
171) must be postmarked by July 21, 1989. 


Applications from women and minority group members 
are especially solicited. 


The Alcohol, Drug Abuse, and Mental Health Admin- 
istration is an Equal Opportunity Employer. 
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*The total daily.dosage of Sinequan may be given on a divided or once-a-day dosage schedule. If the once-a-day 
schedule is*employed, the maximum recommended dose is 150 mg: This'dose may be given at bedtime. 
+The 150-mg capsule strength is intended for maintenance therapy only and is not recommended for initiation of treatment. 


Fora-brief summary of SINEQUAN prescribing information including adverse reactions, 
please see the following page of this advertisement. 


© 19859Pfizer Inc. 









-Antidepressant effectiveness 
with once-a-day dosing’ 


y SINEQUAN 


e 150-mg,t 100-mg, 75-mg, 50-mg, 
e 25-mg, and 10-mg CAPSULES and 
S ORAL CONCENTRATE, 10-mg/mi, 
< 120-ml (4-07) bottles 


= _ Restores life’s true colors 


ROeCRIG G 


A division.of Pfizer Pharmaceuticats 








SINEQUAN cooeg HCI) 


BRIEF SUMMARY 

SINEQUAN® (doxepin HCI) Capsules/Oral Concentrate 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hyper- 
aga to the drug. Possibility of cross sensitivity with other dibenzoxepines should be kept 
in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. 
These disorders should be ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent 
illness or patients taking other medications should be carefully adjusted. This is especially 
important in patients receiving other medications with anticholinergic effects. 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric 
patients should be adjusted carefully based on the patient's condition. 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, 
monkeys and dogs and there was no evidence of harm to the animal fetus. The relevance to 
humans is not known. Since there is no experience in pregnant women who have received this 
drug, safety in pregnancy has not been established. There are no data with respect to the 
secretion of the drug in human milk and its effect on the nursing infant. 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not 
recommended because safe conditions for its use have not been established. 

MAO Inhibitors: Serious side effects and even death have been reported following the 
concomitant use of certain drugs with MAO inhibitors. Therefore, MAO inhibitors should be 
discontinued at least two weeks prior to the cautious initiation of therapy with SINEQUAN. 
The exact length of time may vary and is dependent upon the particular MAO inhibitor being 
used, the length of time it has been administered, and the dosage involved. 

Usage with Alcohol: It should be borne in mind that alcohol ingestion may increase the 

danger inherent in any intentional or unintentional SINEQUAN overdosage. This is especially 
important in patients who may use alcohol excessively. 
Precautions. Since drowsiness may occur with the use of this drug, patients should be 
warned of the possibility and cautioned against driving a car or operating dangerous machin- 
ery while taking the drug. Patients should also be cautioned that their response to alcohol may 
be potentiated. 

Since suicide is an inherent risk in any depressed patient and may remain so until 
significant improvement has occurred, patients should be closely supervised during the early 
course of therapy. Prescriptions should be written for the smallest feasible amount. 

Should increased symptoms of psychosis or shift to manic symptomatology occur, it may 
be necessary to reduce dosage or add a major tranquilizer to the dosage regimen. 
Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been 
specifically reported with SINEQUAN use. However, due to the close pharmacological 
similarities among the tricyclics, the reactions should be considered when prescribing 
SINEQUAN. 

Anticholinergic Effects: Dry mouth, blurred vision, constipation, and urinary retention have 
been reported. If they do not subside with continued therapy, or become severe, it may be 
necessary to reduce the come. 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. 
This tends to disappear as therapy is continued. Other infrequently reported CNS side effects 
are confusion, disorientation, hallucinations, numbness, paresthesias, ataxia, and extra- 
pyramidal symptoms and seizures. 

Cardiovascular: Cardiovascular effects including hypotension and tachycardia have been 
reported occasionally. 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred. 

Hematologic: Eosinophilia has been reported in a few patients. There have been occa- 
sional reports of bone marrow depression manifesting as agranulocytosis, leukopenia, 
thrombocytopenia, and purpura. 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, 
and aphthous stomatitis have been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular swelling, gynecomastia in males, enlarge- 
ment of breasts and galactorrhea in the female, raising or lowering of blood sugar levels, and 
syndrome of inappropriate antidiuretic hormone have been reported with tricyclic 
administration. 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaun- 
dice, alopecia, and headache have been occasionally observed as adverse effects. 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon 

abrupt cessation of treatment after prolonged SINEQUAN administration should be borne in 
mind. These are not indicative of addiction and gradual withdrawal of medication should not 
cause these symptoms. 
Dosage and Administration. For most patients with iliness of mild to moderate severity, a 
starting daily dose of 75 mg is recommended. Dosage may subsequently be increased or 
decreased at appropriate intervals and according to individual response. The usual optimum 
dose range is 75 mg/day to 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual 
increase to 300 mg/day if necessary. Additional therapeutic effect is rarely to be obtained by 
exceeding a dose of 300 mg/day. PI . “hi S 

In patients with very mild symptomatology or emotional symptoms accompanying organic ease inciade me- 
disease, lower doses may suffice. Some of these patients have been controlled on doses as Sandra 1 x Washing- 
low as 25-50 mg/day. D. ~ 70+ 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage ton, DA 
schedule. If the once-a-day schedule is employed the maximum recommended dose is 
150 mg/day. This dose may be given at bedtime. The 150 mg capsule strength is 
intended for maintenance therapy only and is not recommended for initiation of 
treatment. 

Anti-anxiety effect is apparent before the antidepressant effect. Optimal antidepressant 
effect may not be evident for two to three weeks. 

Overdosage. 
A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth. 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias 
and tachycardias. 

Also: urinary retention (bladder atony), decreased gastrointestinal motility (paralytic ileus), 
hyperthermia (or hypothermia), hypertension, dilated pupils, hyperactive reflexes. 

B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary. 

2. Severe: Medical management of severe SINEQUAN overdosage consists of aggressive 
supportive therapy. If the patient is conscious, gastric lavage, with appropriate precautions to 
prevent pulmonary aspiration, should be performed even though SINEQUAN is rapidly 
absorbed. The use of activated charcoal has been recommended, as has been continuous 
gastric lavage with saline for 24 hours or more. An adequate airway should be established in 
comatose patients and assisted ventilation used if necessary. EKG monitoring may be 
required for several days, since relapse after apparent recovery has been reported. Ar- 
rhythmias should be treated with the appropriate antiarrhythmic agent. It has been reported 
that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in 
adults may be reversed by the slow intravenous administration of 1 mg to 3 mg of physostig- 
mine salicylate. Because physostigmine is rapidly metabolized, the dosage should be 
repeated as required. Convulsions may respond to standard anticonvulsant therapy, however, 
barbiturates may potentiate any respiratory depression. Dialysis and forced diuresis gener- 
ally are ko of value in the management of overdosage due to high tissue and protein binding 
of SINEQUAN. 


More detailed professional information available on request. 


ROeERIG GD 


A division of Pfizer Pharmaceuticals 
New York, New York 10017 





FDA procedures now 
bring promising 
investigational drugs to 
patients earlier in the 
development process. 


The Food and Drug Admin- 
istration has established 
procedures to allow use of 
“promising drugs for 
treatment of patients with 
serious or life-threatening 
illnesses...”' as early in the 
drug development process 
as possible and before gen- 
eral marketing has begun. 


This OCD medication is 
the first psychotropic 
drug authorized under 
these new procedures. 


In releasing the drug for 
treatment use, the FDA 
explained that “...studies 
aimed at US. approval... 
have shown sufficient evi- 
dence of effectiveness for 
the drug to permit its lim- 


ited distribution,” 


© 1989, CIBA-GEIGY. 335-9409-A 


CIBA-GEIGY ANNOUNCES 
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treatment IND 


(investigational new drug) 


program for 
patients with 
Obsessive- 
Compulsive 
Disorder 





For information and enrollment kits call 
1-800-842-2422 
between 9AM-5PM Eastern Time 


Ready supply of drug 
available through 
enrolled psychiatrists 
for eligible patients. 


The treatment medication 
is being distributed by 
CIBA-GEIGY free of charge 
to psychiatrists enrolled in 
the treatment IND pro- 
gram, who will, in turn, 
supply the drug to eligible 
patients. 


Patient enrollment 
criteria established. 


Patients must be between 
10 and 70 years of age, with 
OCD symptoms of at least 
one year’s duration that 
interfere significantly with 
daily functioning. 

' Young FE, Benson JS, Nightingale SL, et al: 
Drugs available under treatment IND. FDA 


Drug Bulletin 1988:18:14-15. 
“FDA Press Release, June 6, 1988. 


Announced by 


CIBA—GEIGY 


Pharmaceuticals 
Summit, New Jersey 07901 
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STAFF PSYCHIATRIST 


Comprehensive Mental Health Center Is seeking 
staff psychiatrist to provide a wide range of 
services, Including medical evaluation, psycho- 
therapy, clinical supervision, and staff develop- 
ment. 


Must be board certified or board eligible. Must 
have an Indiana license. 


Competitive salary and fringe benefit program 
Offered. 


Send letter of application and vitae to: 


LaNita M. James 

Human Resources Department 

Gary Community Mental Health Center, Inc. 
4100 West 6th Avenue 

Gary, indiana 46402 

(249) 885-4264 


EOE/M/F 


GARY COMMUNITY 
MENTAL HEALTH 
CENTER INC. 





CHARTER HOSPITAL 
_OF FORT WORTH 


is seeking 


Board Certified Psychiatrists to work with adult and 
adolescent populations. 


Charter Hospital of Fort Worth is an 80 bed acute 
care psychiatric and chemical dependency hospital 
located in the southwest portion of the metroplex. 
Our programs cater to both adult and adolescent 
needs with the primary objective being that of 
quality patient care by superior physicians and 
professional staff. 


Successful candidates should be familiar with the 
program model of treatment and possess a strong 
team orientation. This is an excellent opportunity 
for the enthuslastic psychiatrist wishing to estab- 
lish an Independent and/or joint practice within a 
superb location. Assistance with relocation and 
start-up for the right person. 


Physicians interested In this expanding Fort Worth 
market should send resume in confidence to Spe- 
cial Projects Manager, Charter Hospltal of Fort 
Worth, 6201 Overton Ridge Bivd., Fort Worth, Tex- 
as 76132. 


A member of the Charter Medical Corporation family of 
quality health care facilities. 
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PSYCHIATRISTS 
BOSTON 


Fulltime and parttime psychiatrists 
sought for exciting mix of public and 
private practice. Academic appoint- 
ment at the Boston University Medical 
Center for qualified applicants, oppor- 
tunity for research and private practice 
and inpatient/ambulatory care at pub- 
lic mental health facility. Opportunity 
to be part of a growing group practice 
with ownership of stock available. A 
non-profit low overhead research iri- 
stitute is affiliated with the practice to 
accept grants for physicians. Superb 
compensation package includes fringe 
“benefits tailored to individual needs. 
Minority and Spanish-speaking physi- 
cians especially sought. 


Send CV in confidence to: 
Richard Pillard, M.D. 

Boston Psychiatric Group, P.C. 
Room 905 JP . 

85 E. Newton St. 

Boston, MA 02118. 


An Affirmative Action Employer. 


U.S. Public Health Service 
Epidemiology Training Program 


Applications are being accapted for the 1990 U.S. Public Health 
Service (PHS) Epidemiology Training Program. APPLICATIONS 
ARE DUE SEPTEMBER 1, 1989. Training will begin 
approximately July 1, 1990. 


Features: 


The first year, tralnees attend a university to study epidemiology, 
biostatistics, and related subjects. The subsequent two years, 
they will perform research with senior epidemiologists at one of 
the following: National Institutes of Health (NIH), Food and Drug - 
Administration (FDA), National Center for Health Statistics 
(NCHS), or Alcohol, Drug Abuse, and Mental Health 
Administration (ADAMHA). First year salaries are currently 
$32,000 for physicians and $24,000 for non-physicians, with an 
increase in salary of $2,000 each year. Educational costs and 
allowabie relocation expenses for the first year are provided. 


Eligibility: 


M.D., D.O., Doctorate in an allied health R or Ph.D., in a 
blomedical ‘or behavioral science or equivalent, and one year of 
postdoctoral training or experience by July 1, 1990; U.S. 
citizenship as of September 1, 1989; acceptability to an 
accredited university offering an MPH or equivalent, or more 
advanced public health degree. 


To obtain an application and more details, send your name and 
home mailing address to: NIH Training Center, PHS 
Epidemiology Training Program, 9000 Rockville Pike, 
Bulkding 31/82C31, Bethesda, MD 20892. 





_ | CHAIR, DEPARTMENT OF PSYCHIATRY 
K AND BIOBEHAVIORAL SCIENCE 


| | DIRECTOR, NEUROPSYCHIATRIC 
POSITION AVAILABLE INSTITUTE UCLA SCHOOL OF 


Staff rhe Board Eligible or Certified, for acute inpatient 
psychiatry unit. MEDICINE 
re et i ee et 
ollege o onsin. Faculty appoint Ir ; 
ment is available to Gualified applicants to penidpale Tr an The UCLA School of Medicine is recruiting a 
active eos program which includes supervision of medical Chair for its Department of Psychiatry and 
oe ie e Biobehavioral Sciences who will also serve 
Piet Seley brkgpahiice Nera cite pyha fc unk Sed as Director of the Neuropsychiatric Institute. 
alcohol/drug sagt Nd long tld on psy He/she will direct educational and patient 
vice, an = and day e amen coer, Bear, supporting staff with rll penom while providing Freni in 
ary team approac eneral medical support is i j 
P n Aa aa tne development of new research initiatives 


sphere and multiple CME opportunities. in psychiatry and the neurosciences. 


Metropolitan Milwaukee is a city with more than a million 


popultion; located on Lake Michigan, 80 miles north of Chica- Candidates are requested to 


smaller lakes surrounding the of i 
Rica Gal with sence range of recreational die ai submit a curriculum vitae to Wil- 
as sailing, boating, fishing, skiing, canoeing, hiking and hunting. z 
Mauke has o irde Sieden schoo too anere llam N. Valentine, M.D., Chair 
ette and UW-Milwaukee) and five colleges, Perform Arts man, Search Committee, Office 


enter, Milwaukee mony Orchestra, Florentine 


Repertory Theater, Conservatory of Me of the Dean, 12-138 CHS, UCLA 
f 


Summerfest and ethnic held throughout the summer School of Medicine, Los Ange- 
months on the lakefront les, CA 90024-1722. 
#2500 hs trne on qualifications ranging from $75, 000- i 
$85 abt pa fringe benefits. UCLA is an equal opportunita motive 
nts notify Dr. Nicholas Destounls, Chief of action employer. 


Peychiaty, locki VA Medical Center, Milwaukee, Wisconsin 
53 elephone: (414) 384-2000 #1275 





How to live PSYCHIATRIST 





with someone 
who's living Swope Parkway Health Center has an immediate 
opening for a full-time/part-time psychiatrist. Must 
with cancer. be board-certified or board-eligible. Must be li- 
When one person gets ` censed in Missouri. 
ee ee Oey Swope Parkway Health Center is JCAHO-accredit- 
Nobody knows better than ed, ambulatory health center and a community men- 
we do how much help and tal health center providing a wide range of mental 
understanding is needed. That’s health services including: 
why our service and rehabili- : 
tation programs emphasize è outpatient @ drug and alcohol 
the whole family, not just the e partial hospital @ children’s services 
cancer patient. è residential care ® various preventive programs 
Among our regular services 
we provide information and In addition, the Health Center provides services in 
guidance to patients and families, pediatrics, internal medicine, OB/GYN, podiatry, 
transport patients to and from dental, and optometry services. Hospital privileges 
treatment, supply home care in two arsa hospitals. Center provides malpractice, 
items and assist patients in their CME, health/life insurance, pension, disability, holi- 
return to everyday life. | days, and competitive salary. 
Life is what concerns us. The 
life of cancer patients. The lives of Send curriculum vitae to: 
`, their families. So you can see we 
are even more than the research a Caen keow 
rganizati ersonnel Director 
ee mei eee Swope Parkway ean Center 
No one faces cancer alone. Kansas Ci z a 64120 
AMERICAN CANCER SOCIETY” (816) 923-4545, ext. 225 
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PSYCHIATRIST ee 


BOLAR FLUPHENAZINE .........cccccccecsceesccccececseececs A21 


ae 


. Outstanding career opportunity to join a multi- - | ; 
-disciplinary department of psychiatry at Dean Med- CIBA-GEIGY PHARMACEUTICALS 


2o T DN e see aries antes cneatiae! IE 
ical Center, a multispecialty group of 200 physi- RES Paa 
cians in Madison, Wisconsin. Excellent diagnostic , 
skills as well as a thorough knowledge of psycho- ` CURRENT SCIENCE TOrrrrrrrererrrrrrrrrererrrrrrrrrr errr yar i) A35$ 
_ pharmacology and psychodynamics required. = 
Candidates with an interest in tertiary care and roe PRODUCTS/DIV. OF ELI LILLY & CO. nee 
state of the art practice of psychiatry are especially FOZAC sccnccccvncccccscccetnuacsesccvesscan sae aweenee ie 
sought. 
g _ DORSEY DIVISION/SSANDOZ PHARMACEUTICALS 
A generous salary and comprehensive. benefit hon ae RARER CIE 
program which leads to partnership in two years. 
Send inquiries and resume to: | -EINSTEIN MEDICALPHILADELPHIA 


PST-CHIAERIG CENTER yin Brey cr A39 


Louis C. Bernhardt, M.D. 
Chairman, Recruiting Committee | PION e ie aes en A33 
Dean Medical Center i 

1313 Fish Hatchery Road 
Madison, WI 53715 i EMPLOYMENT OPPORTUNITIES ........... A43, A48-A50- 
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LEDERLE LABORATORIES 





DIRECTOR | Asendin R E NES 
PSYCHIATRIC UNIT MCNEIL PHARMACEUTICAL - 3 | 
Haldol LIECAROALE esee aaa A13—A14, C3-C4 
NORTHEASTERN | 
UNITED STATES | MEAD JOHNSON PHARMACEUTICAL ` 
LOCATION: The community sits on the St. oe EEEIEE E E E tah TN, pill 
Lawrence Seaway in New York above the Desyrel > asasuevuspesenososysenpecnroopunvsesenecavonenpsasasenustosonse A2 
Thousand Islands—one hour from Otta- : | l 
wa and two hours from Montreal—easy MECTA CORPORATION E EA A32 
access to great SPOP PING Ah a | 
activities. Five colleges nearby. Exce MERRELL DOW PHARMACEUTICALS 
: lent. local school system. Boating, sail- Norpramin ...... IEA ee. ET AEE A9-A10 
ing, fishing, skiing, camping and hiking ee 
T ia Labeled, pany PSYCHIATRIC INSTITUTES OF AMERICA onise... A15 
in New York State.. ' 
PRACTICE: Progressive community has ROCHE LABORATORIES ; . 
received C.O. N. approval for a 28 bed . BETES E 1 1 eee enamel OO ND Le RR rreerereer A42-—A43 
adult psychiatric unit. Seeking Director ae | 
to develop and coordinate standards of ` ROERIG DIV./PFIZER, INC. © o? 
care and clinical treatment programs. Navantia ENE EA E A6—A8 
Salary $115, 000+, malpractice, health in- Sinequan ssereaeaseeeesesetesereeeteegetaeserentes IAN a i 
surance, etc. Relocation. and visit ex- 7 
penses included. ST. FRANCIS HOMES neers EEEE A17 
For further Information, send C.V. in : ne 
confidence to: J | SMITH, KLINE, FRENCH LABS. ' 
Ms. Corinne |. Owens a 
Owens & Associates SEC AZINE iciae ee rir N ew: sesreesereses A31—A32 
2 Townsend St., #2-300 | | 
San Francisco, CA 94107 . WYETH-AYERST LABORATORIES | 
Ativan Injection IM ............ stenensnoenerssssnenenens A22-A24 
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In this issue: 
Statutory Approaches to Limiting Psychiatrists’ Liability 
tor Their Patients’ Violent Acts 


By Paul S. Appelbaum, Howard Zonana, Richard Bonnie, et al. 


Seasonality and Affective Illness 


By Thomas A. Wehr and Norman E. Rosenthal 


Alternatives to Lithium for Preventive Treatment of Bipolar Disorder 


By Robert F. Prien and Alan J. Gelenberg 


Official Journal of the American Psychiatric Association 
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Prompt clearance 


Simple one-step metabolism 





Predictable relief of anxiety 





Dependable results 








NO —— 
Ativan 
lorazecam (w 


IS PRESCRIBED BY SO MANY 
CARING CLINICIANS. 





Indicate one of the following on your prescriptions, as 
appropriate to your state laws: 
m Do not substitute w Brand necessary 
m Dispense as written m May not substitute 
m Medically necessary m No substitution 
m NDPS (no drug product selection) 


Brief Summary of Prescribing Information. 


Indications and Usage: Management of anxiety disorders or short-term relief of 
symptoms of anxiety or anxiety associated with depressive symptoms. Anxiety or 
tension associated with stress of everyday life usually does not require treatment 
with an anxiolytic. 

Effectiveness in long-term use, i.e , more than 4 months, has not been assessed 
by systematic clinical studies. Reassess periodically usefulness of the drug for the 
individual patient 


Contraindications: Known sensitivity to benzodiazepines or acute narrow-angle 
glaucoma. 


Warnings: Not recommended in primary depressive disorders or psychoses 
As with all CNS-acting drugs, warn patients not to operate machinery or motor 
vehicles, and of diminished tolerance for alcohol and other CNS depressants 
Physical and Psychological Dependence: Withdrawal symptoms like those 
noted with barbiturates and alcoho! have occurred following abrupt discontinu- 
ance of benzodiazepines (including convulsions, tremor, abdominal and muscle 
cramps, vomiting and sweating). Addiction-prone individuals, e.g. drug addicts 
and alcoholics, should be under careful surveillance when on benzodiazepines 
because of their predisposition to habituation and dependence. Withdrawal 
symptoms have also been reported following abrupt discontinuance of benzo- 
diazepines taken continuously at therapeutic levels for several months. 


Precautions: In depression accompanying anxiety, consider possibility for 
suicide. 

For elderly or debilitated patients, initial daily dosage should not exceed 2mg to 
avoid oversedation. Terminate dosage gradually since abrupt withdrawal of any 
antianxiety agent may result in symptoms like those being treated: anxiety, agita- 
tion, irritability, tension, insomnia and occasional convulsions. Observe usual 
precautions with impaired renal or hepatic function. Where gastrointestinal or car- 
diovascular disorders coexist with anxiety, note that lorazepam has not been 
shown of significant benefit in treating gastrointestinal or cardiovascular compo- 
nent. Esophageal! dilation occurred in rats treated with lorazepam for more than 
1 year at 6mg/kg/day. No effect dose was 1.25mg/kg/day (about 6 times maxi- 
mum human therapeutic dose of 10mg/day). Effect was reversible only when treat- 
ment was withdrawn within 2 months of first observation. Clinical significance is 
unknown; but use of lorazepam for prolonged periods and in geriatrics requires 
caution and frequent monitoring for symptoms of upper G.I. disease. Safety and 
effectiveness in children under 12 years have not been established. 


ESSENTIAL LABORATORY TESTS: Some patients have developed leukopenia: 
some have had elevations of LDH. As with other benzodiazepines, periodic blood 
counts and liver function tests are recommended during long-term therapy. 


CLINICALLY SIGNIFICANT DRUG INTERACTIONS: Benzodiazepines produce 
CNS depressant effects when administered with such medications as barbiturates 
or alcohol. 


CARCINOGENESIS AND MUTAGENESIS: No evidence of carcinogenic potential 
emerged in rats during an 18-month study. No studies regarding mutagenesis 
have been performed 


PREGNANCY: Reproductive studies were performed in mice, rats, and 2 strains of 
rabbits. Occasional anomalies (reduction of tarsals, tibia, metatarsals, malrotated 
limbs, gastroschisis, malformed skull and microphthalmia) were seen in drug- 
treated rabbits without relationship to dosage. Although all these anomalies were 
not present in the concurrent contro! group, they have been reported to occur 
randomly in historical controls. At 40mg/kg and higher, there was evidence of feta! 
resorption and increased fetal loss in rabbits which was not seen at lower doses. 
Clinical significance of these findings is not known. However, increased risk of 
congenital malformations associated with use of minor tranquilizers (chlordiaze- 
poxide, diazepam and meprobamate) during first trimester of pregnancy has 
been suggested in several studies. Because use of these drugs is rarely a matter 
of urgency, use of lorazepam during this period should almost always be avoided 
Possibility that a woman of child-bearing potential may be pregnant at institution of 
therapy should be considered. Advise patients if they become pregnant to com- 
municate with their yacan about desirability of discontinuing the drug. In 
humans, blood levels from umbilical cord blood indicate placental transfer of 
lorazepam and its glucuronide. 


NURSING MOTHERS: It is not known if oral lorazepam is excreted in human milk 
like other benzodiazepines. As a general rule, nursing should not be undertaken 
while on a drug since many drugs are excreted in milk 


Adverse Reactions, if they occur, are usually observed at beginning of therapy 
and generally disappear on continued medication or on decreasing dose. In a 
sample of about 3,500 anxious patients, most frequent adverse reaction is seda- 
tion (15.9%), followed by dizziness (6.9%), weakness (4.2%) and unsteadiness 
(3.4%). Less frequent are disorientation, depression, nausea, change in appetite, 
headache, sleep disturbance, agitation, dermatological symptoms, eye function 
disturbance, various gastrointestinal symptoms and autonomic manifestations 
Incidence of sedation and unsteadiness increased with age. Small decreases in 
blood pressure have been noted but are not clinically significant, probably being 
related to relief of anxiety. 

Transient amnesia or memory impairment has been reported in association with 
the use of benzodiazepines. 


Overdosage: In management of overdosage with any drug, bear in mind muttiple 
agents may have been taken. Manifestations of overdosage include somnolence, 
confusion and coma. Induce vomiting and/or undertake gastric lavage followed by 
general supportive care, monitoring vital signs and close observation. Hypoten- 
sion, though unlikely, usually may be controlled with Levarterenol Bitartrate 
Injection U.S.P. Usefulness of dialysis has not been determined 


DOSAGE: Individualize for maximum beneficial effects. Increase 
dose gradually when needed, giving higher evening dose 
before increasing daytime doses. Anxiety, usually 2-3mg/ 
day given b.i.d. or t.i.d.; dosage may vary from 1 to 10mg/ 
day in divided doses. For elderly or debilitated, initiall 
1-2mg/day; insomnia due to anxiety or transient situational 
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Insight. The ability to see and 
understand the inner nature of 
things. 

Psychiatric Diagnostic Labora- 
tories of America (PDLA®), 
was founded by psychiatrists 
for psychiatrists to help them 
gain greater insight into patients’ 
needs. With over a decade of 
experience in providing fast, 
accurate results, PDLA is com- 
mitted to maintaining a leader- 
ship role in the development of 
new diagnostic technologies. 

Two recent examples of this 
commitment are PDLA’s devel- 
opment of saliva tests that 
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eliminate the need to draw 
blood from difficult patients, 
children and the elderly. 

PDLA Cortitest™ oc an 
excellent, non-invasive alternative 
to the dexamethasone suppres- 
sion test, enabling the physician 
to determine if a patient’s 
depression is biological in 
nature. 

PDLA’s new Saliva Lithium 
test offers an excellent, non- 
invasive alternative to monitor- 
ing patients who are on long- 
term lithium therapy. 

To find out more about 
PDLA’s ability to enhance your 





insight, call 1-800-237-PDLA 
for complete laboratory capabili- 
ties information. 
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“IT FEELS GOOD 
TO FEEL USEFUL AGAIN” 


For the chronic schizophrenic patient, 
Navane can mean more competent 
work performance,'” and a smoother 
path towards social recovery. Navane 
may help improve the ability to 
concentrate, and promote a better 
attitude toward work and co-workers. 


Anticholinergic* and cardiovascular*® 
side effects in patients treated with 
Navane are reported infrequently. 
Should extrapyramidal symptoms 
occur, they usually can be controlled. 


In schizophrenia, 


27% rise in work output 
compared to baseline shown 
in patients switched to Navane’* 


PERCENT CHANGE 


MONTHS OF STUDY 


(Adapted from DiMascio and Demirgian2.3) 


Forty-two psychotic male and female patients under age 55 were 
entered in this study on a nonblind basis, and randomly assigned to 
their regular medication or switched to thiothixene. Patients were 
evaluated at baseline and on a daily basis, and periodically rated on 
the Global Improvement and Brief Psychiatric Rating Scales. 


Navane thiothixene|thiathixene HC} 


Please see brief summary of NAVANE® (thiothixene/thiothixene HCl) prescribing information on adjacent page. 
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thiothixene) (thiothixene HCI) 


It feels good to feel 
useful again 


References: 1. Bressler B, Friedel RO: A comparison between chlorpromazine and thiotvixene i7 a Veterans 
Administration hospital population. Psychosomatics 1971;12:275-277. 2. DiMascio A, ria gl al E: Stud 
of the activating properties of thiothixene. Psychosomatics 1972;13:105-108. 3. DiMascio A, Demirgian E: 
Job training in the rehabilitation of the chronic schizophrenic. Presented as a Scientific Exhibit at The Amer- 
ican Psychiatric Association. Washington, DC, May 3-6, 1971. 4. Goldstein B, Weiner D, Banes F: Clinical 
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American Psychiatric Association, Dallas, May 1-4, 1972. 6. Data available on request from Roerig. 





BRIEF SUMMARY OF PRESCRIBING INFORMATION 

Navane® (thiothixene) Capsules: 1 mg, 2 mg, 5 mg, 10 mg, 20 mg 

thiothixene hydrochloride) Concentrate: 5 mg/ml, Intramuscular: 2 mg/ml, 5 mg/m! 

ndications: Navane is effective in the management of manifestations of psychotic disorders. Navane has 
not been evaluated in the management of behavioral complications in patients with mental retardation. 
Contraindications: Contraindicated in patients with circulatory collapse, comatose statas, central nervous 
system depression due to any cause, and blood dyscrasias. Contraindicated in individuals who have shown 
hypersensitivity to the drug. It is not known whether there is a cross-sensitivity between the thioxanthenes 
and the phenothiazine derivatives, but the possibi ity should be considered. 
Warnings: Tardive Dyskinesia—Tardive dyskines a, a syndrome consisting of potentially irreversible, in- 
voluntary, dyskinetic movements may develop in patients treated with neuroleptic (antipsychotic) drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, 
itis impossible to rely upon prevalence estimates to predict, at the inception of neurolept c treatment, which 
patients are likely to develop the syndrome. Whether neuroleptic drug products differ in their potential to 
Cause tardive dyskinesia is unknown. 

Both the risk of bp the syndrome and the likelihood that it will become irreversible cre believed 
to increase as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to 
the eaten increase. However, the syndrome can develop, although much less commonly, after relatively 
brief treatment periods at low doses. 

There is no known treatment for established cases of tardive dyskinesia, although zhe syndrome may 
remit, partially or completely, if neuroleptic treatment is withdrawn. Neuroleptic treatment, itself, however, 
may suppress (or partially suppress) the signs and symptoms of the syndrome and thereby may possibly 
mask the underlying disease process. The effect that symptomatic suppression has upon the long-term 
course of the syndrome is unknown. 

Given these considerations, neuroleptics should be prescribed in a manner that is most likely to minimize 
the occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for pa- 
tients who suffer from a chronic illness that, 1) is known to respond to neuroleptic drugs, and, 2) for whom 
alternative, equally effective, but potentially less harmful treatments are not available or appropriate. In pa- 
tients who do require chronic treatment, the smallest dose and the shortest duration of treatment producing 
a Satisfactory clinical response should be sought. The need for continued treatment should be reassessed 
periodically 

If signs and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drag discontinuation 
should be considered. However, some patients may require treatment despite the presence of the 
syndrome. 

(For further information about the description of tardive dyskinesia and its clinical detection, please refer 
to Information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A pctentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic crugs. Clin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status anc evidence of auto- 
nomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysraythimas). 

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it Is 
important to identify cases where the clinical presentation includes both serious medical illness (e.g., pneu- 
monia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms 
(EPS). Other important considerations in the diffe-ential diagnosis include central anticholinergic toxicity, 
heat stroke, drug fever and primary central nervous system (CNS) pathology. 

The management of NMS shouid include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and medical monitoring, and 
3) treatment of any concomitant serious medical problems for which specific treatments are available. There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

If a patient requires antipsychotic drug treatment after recovery from NMS, the potertial reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported 

Usage in Pregnancy—Safe use of Navane during pregnancy has not been established. Therefore, this 
drug should be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies end clinical 
experience to date have not demonstrated any teratogenic effects. 

In the animal reproduction studies with Navane, there was some decrease in conception rate and litter 
size, and an increase in resorption rate in rats and rabbits, changes which have been simi arly reported with 
other psychotropic agents. After repeated oral adm nistration of Navane to rats (5 to 15 mg/kg/day), rabbits 
(3 to 50 mg/kg/day), and monkeys (1 to 3 mg/kg/day) before and during gestation, no teratogenic effects 
were seen. (See Precautions.) 

Usage in Children—The use of Navane in children under 12 years of age is not recommended because 
safety and efficacy in the pediatric age group have vot been established. 

As is true with many CNS drugs, Navane may irr pair the mental and/or physical abilities required for the 
performance of potentially hazardous tasks such as driving a car or operating machinery, especially during 
the first few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting drugs, patients aet Navane should be cautiored about the pos- 
sible additive effects (which may include hypotension) with CNS depressants and with alcohol. 
Precautions: An antiemetic effect was observed in animal studies with Navane; since this effect may also 
occur in man, it is possible that Navane may mas< signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

In consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a State of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is administered concurrently 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjurction with 
other CNS depressants other than anticonvulsant drugs. 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution n patients 
who are known or suspected to have glaucoma, or who might be exposed to extreme heat, cr who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. 

Also, careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a small number of patients treated with Navane for prolonged 
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periods). Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
(jaundice, biliary stasis) have been reported with related drugs. 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

Intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular should be 
injected well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh. 

The deltoid area should be used only if well developed, such as in certain adults and older children, and 
then only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the 
lower and mid-thirds of the upper arm. As with all intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clirical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

Information for Patients—Given the likelihood that some patients exposed chronically to neuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given, if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note: Not all of the following adverse reactions have been reported with Navane 
(thiothixene). However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines, all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event hypoten- 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 
eater bla These changes are usually reversible and frequently disappear on continued Navane therapy 

he incidence of these changes is lower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, 
but less than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted 
i Navane. Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

Haaa AON has been reported in infants de ivered from mothers having received structurally related 
drugs. 

In addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. 
Management of these extrapyramidal symptoms depends upon the type and severity. Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed Y reducing the cig of Navane and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive dyskinesia may appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (€.g., protrusion of 
tongue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, patients should be monitored on an ongoing ba- 
sis. It has been reported that fine vermicular movement of the tongue may be an early sign of the syndrome. 
If this or any other presentation of the syndrome is observed, the clinician should consider possible discor - 
tinuation of pene medication. (See Warnings section. ) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase, usually transient, har > 
been infrequently observed in some patients. No clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other psychotropic drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, porom and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermat tis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, hypoglycemia, Hare sollegs and glycosuria. 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
weight, weakness or fatigue, polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic aa erythematosus-like syndrome. 

Neuroleptic Malignant Syndrome (NMS): Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. In others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. 

Dosage: Dosage of Navane should be individually adjusted depending on the chronicity and severity of the 
condition. See full prescribing information. 

ae owe af For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information. 
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FREUD 


by 
Anthony Storr 


Sigmund Freud developed a totally new way of 
looking at human nature. Only now, with the 
hindsight of the half-century since his death, 
can we assess his true legacy to twentieth- 
century thinking. In this new addition to the 
highly-acclaimed Past Masters series, Anthony 
Storr—experienced psychiatrist and author of 
Solitude—does just that, offering a clear and 
objective look at Freud and 
his major theories. 


Commemorating the fiftieth 
anniversary of Freud's death 


PAST MASTERS 


144 pp. paper $5.95 


OXFORD PAPERBACKS 


Oxford University Press 
200 Madison Avenue 
New York, NY 10016 


When so much depends on you... 


THE CHILDREN’S CAMPUS 


@ A comprehensive residential treatment center providing a true 


continuum of care. The Children’s Campus has been serving 
troubled children and adolescents for over 100 years 
The Children’s Campus is designed to be more than a single 
focused residential facility. The Children’s Campus utilizes a 
hae aaa of Treatment” based upon realistic expectations and 
needs. 
The Children’s Campus offers a start-to-finish approach utilizing 
individualized applications of a variety of established treatment 
components, supported by a structured positive living environment. 
The fundamental goal of all The Children’s Campus interventions is 
to enable the child to work through life issues and emerge as an 
individual with a healthy self-concept, a strong value system, and 
the ability to make appropriate and responsible choices. 
The “Continuum of Treatment” offered by The Children’s Campus 
allows the child to move from a more restrictive environment 
when appropriate to a less restrictive environment, avoiding the 
trauma of a new Setting, new treatment, and new faces. 
The Children’s Campus is located in beautiful North Central 
Indiana only a few hours away from Chicago, Indianapolis, Detroit, 
and Cleveland. The Children's Campus is only ten minutes from the 
University of Notre Dame. 

For more information, call or write: 


Admissions Coordinator 
The Children’s Campus 
1411 Lincoln Way West 
Mishawaka, IN 46544-1690 
(219) 259-5666 
Third Party reimbursement accepted 
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Psychiatric Aspects of Organ Transplantation 
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Now, with the American Psychiatric Association Gold 
MasterCard® keeping up with Continuing Medical 
Education requirements is easier than ever. 

Through an exclusive arrangement with Physicians’ Travel & Meeting 
Guide,one toll-free call is all it takes to get the latest information about 
CME meetings, seminars and conferences and make all the necessary 
hotel and airline reservations. Finally, a single source for CME Travel — 
you decide where you want to go and the American Psychiatric 
Association Gold MasterCard takes care of the rest. 


Take the credit you deserve 

Developed exclusively for physicians, this Gold MasterCard can help 
make any trip a pleasure. Request the American Psychiatric Association 
Gold MasterCard for instant access to CME events and an unmatched 
level of benefits and services, including: 


e higher lines of credit — 
up to $25,000 
è issued free of an annual 
fee for the first year} ($30 
each year thereafter) 
è Premium Buyer's Protection 
e up to $1,000,000 Travel 
Accidental Death and 
Dismemberment Insurance 
e Travelers’ Emergency 
Assistance Network 
e 24-Hour Toll-Free 
Customer Satisfaction 
è and more travel-related 
services than any other 
Gold MasterCard 
To apply, complete the attached application and return it to: 
American Psychiatric Association Gold MasterCard, P.O. Box 15464, 
Wilmington, DE 19885-9440. Or, for more immediate attention or 
answers to your questions, call toll free: 1-800-847-7378. Be sure to 
reference the special code BHPE for faster service. 


+16.9% Annual Percentage Rate. Certain restrictions apply, to these and other benefits as described in the 
brochure that accompanies your Premium Access Checks.® 


I wish to request the American Psychiatric Association Gold MasterCard® and all 
YES! the benefits described in this advertisement. I understand chat my card will be 

e issued free of an annual fee for the first year and each year thereafter the fee is 
$30. I further understand that if I do not qualify for a Gold MasterCard, this constitutes my 
application for an American Psychiatric Association MasterCard. (Note: This is not an applica- 


tion for a corporate account.) 


HOME PHONE ( ) BUSINESS PHONE ( ) 


Are you O Renting O Own O Buying Monthly Payment $ 


SOCIAL SEC. NO. DATE OF BIRTH 
PRACTICE/EMPLOYER YEARS THERE 
ANNUAL OTHER 

SALARY $ INCOME $ SOURCE 


(Alimony, child support, or separate maintenance income need not be revealed if you do not wish it considered as a 
basis of repayment.) 


MOTHER'S MAIDEN NAME 
(For use when you request special action taken on your account) 


| have read this entire application, agree to its terms, and certify the information is correct 


a. 


‘Sreccervice mark. . 
R RA that? Tat 








TOCS CF 
n 


TE Se 


CURRENT CREDIT CARD ACCOUNTS gri 
My MasterCard®/VISA® Account # is: 01-249 





If you wish an additional card issued » a co-applicant over 18 years of age complete the information below. 


CO-APPLICANT 
NAME 





Relationship 


SOCIAL SEC, NO. BUSINESS PHONE 





EMPLOYER POSITION 


ANNUAL SALARY $ OTHER INCOME $ 
(Alimony, child support, or separate maintenance income need not be revealed if you do not wish it considered as a 
basis of repayment.) 





| have read this entire application and agree to its terms, and understand that | will be jointly and severally liable for all $ 


charges on the account 


X SEAL 
CO-APPLICANT SIGNATURE DATE 


1 (We) authorize MBNA® to investigate any facts, or obtain and exchange reports rege this application and/or 
resulting account with credit reporting agencies and others. Upon request | We) will be informed of each agency's 


name and address» 
$30 Gold MasterCard, $20 Silver MasterCard 
(Fee waived first year) 


At least 25 Days from statement closing date 






















Grace Period For Repaymier 
Of Balance For Purchases 


Method of Computing the Balance for Purchases 


Transaction Fee For Cash 
Advances, And Fees For 
Paying Late or Exceeding 
The Credit Limit 


























The information about the cost of the 


d in this application is accurate as of 5/1/89. This information may 
have changed after that date. To find o 


what may have changed, call us at 1-800-847-7378 
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Predictable 


Rapid acting 
Smooth tapering effect 
Versatile 
Proven safety 
Unsurpassed efficacy 


You've known if all along 


® — 






5-mg 


daz azepam MOCE = ~~ 


egistered trade of Roche Produc scored tablets 


Specify ` ‘Dispense ¢ Qs written’ 


As with any anxiolytic, patients should be cautioned against driving, operating 
machinery and the simultaneous ingestion of alcohol or other CNS depressant drugs. 


<> Roche Products Copyright © 1989 by Roche Produ cts In ated ants ed 
$ Please see a summary of product info edie ent Page 


VALIUM” (diazepam/Roche) (V 


Before prescribing, please consult complete product information, a summary of 
which follows: 


INDICATIONS: Management of anxiety disorders, or short-term relief of symptoms of 
anxiety. Anxiety or tension associated with the stress of everyday life usually does not 
require treatment with an anxiolytic. Symptomatic relief of acute agitation, tremor, delir- 
ium tremens and hallucinosis due to acute alcohol withdrawal; adjunctively in skeletal 
muscle spasm due fo reflex spasm to local pathology; spasticity caused by upper 
motor neuron disorders; athetosis; stif-man syndrome; convulsive disorders (not as 
sole therapy). 
The effectiveness of Valium in long-term use, that is, more than 4 months, has not been 
assessed by systematic clinical studies. The physician 
should periodically reassess the usefulness of the drug for 
the individual patient. 
CONTRAINDICATED: Known hypersensitivity to the drug. 
Children under 6 months of age. Acute narrow angle glaucoma; 
may be used in patients with open angle glaucoma who ore 
receiving appropriate therapy. 
WARNINGS: Not of value in psychotic patients. Caution against 
hazardous occupations requiring complete mental alertness. When 
used adjunctively in convuisive disorders, possibility of increase in fre- 
quency and/or severity of grand mal seizures may require increased dos- 
age of standard anticonvulsant medication; abrupt withdrawal may be 
associated with temporary increase in frequency and/or severity of seizures. 
Advise against simultaneous ingestion cf alcohol and other CNS depressants. 
Usage in Pregnancy: Use ot minor tranquilizers during first trimester 
should almost always be avoided because of increased risk of congeni- 
tal malformations as suggested in several studies. Consider possibility of 
pregnancy when instituting therapy; advise patients to discuss therapy it 
they intend to or do become pregnant. 
Withdrawal symptoms of the barbiturate type have occurred after discontinuatior: of 
benzodiazepines (see Drug Abuse and Dependence), 
PRECAUTIONS: if combined with other psychotropics or anticonvulsants, consider 
carefully pharmacology of agents employed; drugs such as phenothiazines, nar- 
colics, barbiturates, MAO inhibitors and other antidepressants may potentiate its 
action. Usual precautions indicated in patients severely depressed, or with latent 
depression, or with suicidal tendencies. Observe usual precautions in impaired renal 
or hepatic function. Limit dosage to smallest effective amount in elderly and debilitated 
fo preclude ataxia or oversedation. 
The clearance of Valium and certain other benzodiazepines can be delayed in associa- 
tion with Tagamet (cimetidine) administration. The clinical Significance of this is 


INTELLIGENT ECT FROM MECTA CORP. 
UL LISTED CSA CERTIFIED 


MODULAR AND COMPUTERIZED 


SR/JR FEATURES INCLUDE: 


e Continuous reading of energy in Joules 
e Tittable Liquid Crystal Display 
: © Bi-polar brief pulse stimutus 
$» Adjustable constant current stimulus 
(| œ Audible warning prior to treatment 
$ © Remote control capabilities 
-œ 100% expected seizure induction 
* Totally isolated for maximum safety 
© Single or multiple energy control(s) 
* All parameters displayed in text form 
* increased energy for difficult cases 
e Built-in self test for patient safety 
* Steady warning tone during treatment 
Protected STIMULUS CONTROL push buttos 
e Timing accuracy better than 1% 
© 1 year parts and labor warranty 
e Operates on 120 or 240 VAC 
« Complete with ail accessories 


PRINTED SELF TEST SR-2 
AND TREATMENT RESULTS Senet 


ADDITIGNAL FEATURES INCLUDED 
WITH ALL SA MODELS ARE: 


* EEG instrumentation amplifier 

* Built-in 2 channel digital chart recorder 

* Numeric timing marks during monitoring © JR-2 
» Printed record of energy level sapere 
* Printed date and time of treatment 

+ ECG instrumentation amplifier 

* Selectable single or dual channel 

e Printed record of treatment and self test 

+ Printed record of stimulus parameters 

* Modular design for maximum flexibility 


SINGLE ENERGY 
LEVEL CONTROLS 


SIMPLICITY 


MECTA Corporation 5622 SW Kelly Street Portland, OR 97201 (503) 245-8975 





VALIUM” (diazepam/Roche) 


unclear. Inform patents to consult physician before increasing dose or abruptly dis- 
continuing diazepam. 
SIDE EFFECTS: Drowsiness, confusion, diplopia, hypotension, changes in libido, nau- 
sea, fatigue, depression, dysarthria, jaundice, skin rash, ataxia, constipation, head- 
ache, incontinence, changes in salivatior, slurred speech, tremor, vertigo, urinary 
refention, blurred vision. Paradoxical reactions such as acute hyperexcited states, 
anxiety, hallucinat-ons, increased muscle spasticity. insomnia, rage, sleep distur- 
bances, stimulation have been reported; should these occur, discontinue drug. Iso- 
lated reports of neutropenia, jaundice; perodic blood counts and liver function tests 
advisable during long-term therapy 
Drug Abuse and Dependence: Withdrawal symptoms similar to these noted with bar- 
biturates and alcohol have occurred following abrupt discontinuation of diazepam; 
more severe seen afier excessive doses over extended 
periods; milder offer taking continuously at therapeutic 
levels for several months. After extended therapy, avoid 
abrupt discontinuation and taper dosage. Carefully super- 
vise addiction-prone individuals because of predisposition 
to habituation and dependence. 
DOSAGE: individualize for maximum beneficial effect. Adults: 
Anxiety disorders, symptoms of anxiety, 2 to 10 mg b.i.d. to 
g.i.d.; alcoholism, 1C mg tid. or q.i.d. in first 24 hours, then 
5 mg t.i.d. or q.i.d. as needed; adjunctively in skeletal muscle 
spasm, 2 to 10 mg tid. or q.id., adjunctively in convulsive dis- 
orders, 2 to 10 mg b.i.d. tc q.i.d. Geriatric or debilitated patients: 2 to 
2'2 mg, 1 or 2 times daily irifially, increasing as needed and tolerated. 
(See Precautions. ) Children. 1 to 2⁄2 mg t.i.d. orq.id. initially increasing 
as needsd and tolerated (not for use under 6 months). 
HOW SUPPLIED: For oral administration, round, scored tablets with a cut out 
“V” design— 2 mg, white; 5 mg, ye low; 10 mg, blue—botties of 100 and 500. 
Tel-E-Dose” packages of 100, available in boxes of 4 reverse-numbered cards of 
25, and in boxes containing 10 strips of 10. 


imprint on tablets: PI. 0788 
2 mg— 2 VALIUM” ffront) AVA 
ROCHE (scored side) ` 
5 mg- 5 VALIUM” front) fx 
ROCHE (scored side) $ 
10 mg— 10 VALIUM" (front) ZEN 
ROCHE (sored side) {: Vr; Roche Products 





Roche Products inc 
Manati, Puerto Rica 00701 


AUSTEN RIGGS CENTER 





Psychoanalytic Psychotherapy in an 


Open Hospital Setting 


Treatment with Dignity, Persona! 
Responsibility and Quality Long-Term Results 


The Austen Riggs Center 
Stockbridge, Massachusetts 01262 
(413) 298-5511 


Founded in 1919 
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For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should’ be addressed to Calendar, American Journal. of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest - 


interest to Journal readers will be included. 


SEPTEMBER 


September 4-7, Internationa! Medical Congress on the De- 


tection and Examination of Human Rights Violations,. 


Copenhagen. Contact Jette Christiansen, Medical Congress 
on Human Rights, c/o Amnesty International, Medical 
Group, Frederiksborggade 1, 1360 Copenhagen K, Den- 
mark; 01-11-89-29. 


September 5—8, 4th Congress of the International Psychoge- 
riatric Association, Tokyo. Contact Akira Homma, M.D., 
Department of Psychiatry, St. Marianna University Schaol of 
Medicine, 2-16-1 Sugao, Miyamae-ku, Kawasaki 213, Ja- 
pan; 044-977-8111, Ext. 3200. 


September 6—9, annual meeting, National Rehabilitation As- 
sociation, Orlando, Flonda. Contact Robert E. Brabham, 
Ph.D., Executive Director, 633 S. Washington Street, Alex- 
andria, VA 22314; 703-836-0850. 


September 12—15, 3rd International Congress on Ethics in 
Medicine, Stockholm. Contact Third International Congress 
on Ethics in Medicine, Beth Israel Medical Center. Ist Ave- 
nue at 16th Street, New York, NY 10003; 212-420-4082. 


. September 14-16, Sth International Conference of Alzhei- 

mer’s Disease International, Dublin. Contact Alzheimer’s 

_ Disease International, Conference Secretariat, 12 Pembroke 
Park, Dublin 4, Ireland. 


4 
. September 15-17, annual meeting, Epilepsy Foundation of 
America, Memphis. Contact William M. McLin, Executive 


i © Vice-President, 4351 Garden Citv Drive, Suite 406, 


Landover, MD 20785; 301-459-3700. 


September 18—21, annual meeting, American Academy of 
Family Physicians, Los Angeles. Contact Robert Graham, 
M.D., Executive Vice-President, 8880 Ward Parkway, Kan- 
sas City; MQ. 64114; 816-333-9700. 


September 20-24, ist European Congress of Ericksonian 


Hypnosis and Psychotherapy, Heidelberg, West Germany. 
Contact Burkhard Peter, Dipl.Psych., Milton Erickson Ge- 
sellschaft fir klinische Hypnose (M.E.G.), Konradstr. 16, 
D-8000 Munchen 40, West Germany; 089-2180-5175. 


September 22—23, National Conference on Drug Abuse and 
Sport: Prevention, Intervention, Elimination, Baltimore. 
Contact Dr. Michael J. Asken, Chairperson, or Stephen 
Seitcz, Coordinator, Sport Psychology Center of the Shep- 


pard-Pratt Hospital System, P.O. Box 6815, Baltimore, MD ` 
21285-6815; 1-800-627-0550. 


September 23—27, 3rd Annual Conference on the Founda- 
tions of Behavioral Neurology, Stockholm. Contact Ann Mc- 
Cormack, Southern California Neuropsychiatric Institute, 
6794 La Jolla Boulevard, La Jolla, CA 92037; 619- 
454-2102. 


September 24—27, annual meeting, American Neurological 
Association, New Orleans. Contact Maura L. McCone, As- 
sistant Executive Director, 2221 University Avenue, S.E., 
Suite 350, Minneapolis, MN 55414; 612-378-3290. 


September 24—28, annual meeting, World Medical Associa- 
tion, Hong Kong. Contact Angel Orozco, Executive Direc- 
tor, 28, Avenue des Alpes, 01210 Ferney-Voltaire, France; 
50-40-75-75. . 


September 26—29, annual meeting, American College of 
Emergency Physicians, New Orleans. Contact Colin C. Ror- 
rie, Jr., Ph.D., Executive Director, P.O. Box 619911, Dallas, 
TX 75261-9911; 214-550-0911. 


September 28—October 1, annual meeting, American School 
Health Association, Orlando, Florida. Contact Dana A. Da- 
vis, Executive Director, P.O. Box 708, Kent, OH 44240; 
216-678-1601. 


OCTOBER 


October 4-8, annual meeting, Southern Psychiatric Associ- 
ation, Asheville, North Carolina. Contact Margo S. Adams, 
Executive Secretary, P.O. Box 10002, Tallahassee, FL 
32302; 904-222-8404. 


October 5-7, annual meeting, National Association for Re- 
tarded Citizens, San Antonio, Texas. Contact Alan Abeson, 
Ed.D., Executive Director, 2501 Avenue J, Arlington, TX 
76006; 817-640-0204. 


October 8—11, 10th World Congress, International College 
of Psychosomatic Medicine, Madrid. Contact Professor J.J. 
Lopez-Ibor, Clinica Lopez Ibor, Calle Nueva Zelanda 44, 
Puerta de Hierro, E-28035 Madrid, Spain. 


(Continued on page A27) 





Asleep at the switch. 
This calls for a switch in antidepressants. 


With PAMELOR there is little daytime sedation! 
Yet all the efficacy of amitriptyline.’ 





PAMELOR 
(nortriptyline HCI) 


The active metabolite of amitriptyline 


PAMELOR may impair the mental and/or physical abili- 
ties required for the performance of hazardous tasks, 
such as operating heavy machinery or driving a car; 


therefore, the patient should be warned accordingly. 
References: 1. Thompson TL 0, Thompson WL. Treating depression: tricy- 
clics, tetracyclics, and other options. Modern Medicine. August 1983;51:87-109 
2. Georgotas A. Affective disorders: pharmacotherapy, In: Kaplan HI, Sadock B), 
eds. Comprebensive Textbook of Psychiatry IV. Baltimore, Md: Williams & 
Wilkins; 1985;1:821-833. 3. Bye C, Clubley M, Peck AW Drowsiness, impaired per- 
formance and tricyclic antidepressant drugs. Br J Clin Pharmacol. 1978:6:155- 
161. 4. Kupfer Dj, Spiker DG, Rossi A, Coble PA, Shaw D, Ulrich R. Nortriptyline 
and EEG sleep in depressed patients. Biol Psychiatry. 1982:17:535-546. 5. Black- 
well B, Peterson GR, Kuzma RJ, Hostetler RM, Adolph AB. The effect of five 
tricyclic antidepressants on salivary flow and mood in healthy volunteers. Com- 
munications in Psychopharmacol. 1980;4:255-261. 6. Hayes PE, Kristoff CA 
Adverse reactions to five new antidepressants. Clin Pharm. 1986;5:471-480. 7. 
Ziegler VE, Clayton PJ, Biggs JT. A comparison study of amitriptyline and 
nortriptyline with plasma levels. Arch Gen Psychiatry. May 1977:34:607-612 


eee 
Contraindications: 1) Concurrent use with a monoamine oxidase 
(MAO) inhibitor, since hyperpyretic crises, severe convulsions, and fatali- 
ties have occurred when similar tricyclic antidepressants were used in such 
combinations; MAO inhibitors should be discontinued for at least two 
weeks before treatment with Pamelor® (nortriptyline HCI) is started. 2) 
Hypersensitivity to Pamelor® (nortriptyline HCI), cross-sensitivity with 
other dibenzazepines is a possibility. 3) The acute recovery period after 
myocardial infarction. 

Warnings: Give only under close supervision to patients with cardiovas- 
cular disease, because of the tendency of the drug to produce sinus tachy- 
cardia and to prolong conduction time; myocardial infarction. 
arrhythmia, and strokes have occurred. The antihypertensive action of 
guanethidine and similar agents may be blocked. Because of its anticho- 
linergic activity, nortriptyline should be used with great caution in pa- 
tients who have glaucoma or a history of urinary retention. Patients with a 
history of seizures should be followed closely, since nortriptyline is known 
to lower the convulsive threshold. Great care is required in hyperthyroid 
patients or those receiving thyroid medication, since cardiac arrhythmias 
may develop. Nortriptyline may impair the mental and/or physical abili- 
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ties required for the performance of hazardous tasks, such as operating 
machinery or driving a car; therefore, the patient should be warned ac- 
cordingly. Excessive consumption of alcohol may have a potentiating ef- 
fect, which may lead to the danger of increased suicidal attempts or 
overdosage, especially in patients with histories of emotional disturbances 
or suicidal ideation. 

The concomitant administration of quinidine and nortriptyline may 
result in a significantly longer plasma half-life. higher A.U.C. and lower 
clearance of nortriptyline. 

Use in Pregnancy —Safe use during pregnancy and lactation has not been 
established; therefore, in pregnant patients, nursing mothers, or women 
of childbearing potential, the potential benefits must be weighed against 
the possible hazards. 

Use in Children —Not recommended for use in children, since safety and 
effectiveness in the pediatric age group have not been established 
Precautions: Use in schizophrenic patients may result in an exacerba- 
tion of the psychosis or may activate latent schizophrenic symptoms; in 
overactive or agitated patients, increased anxiety and agitation may occur 
in manic-depressive patients, symptoms of the manic phase may emerge 
Administration of reserpine during therapy with a tricyclic antidepressant 
has been shown to produce a “stimulating” effect in some depressed pa- 
tients. Troublesome patient hostility may be aroused. Epileptiform sei 
zures may accompany administration. Close supervision and carefu 
adjustment of dosage are required when used with other anticholinergic 
drugs and sympathomimetic drugs. Concurrent administration of cimeti- 
dine can produce clinically significant increases in the plasma concentra- 
tions of the tricyclic antidepressant. Patients should be informed that the 
response to alcohol may be exaggerated. When essential, may be adminis- 
tered with electroconvulsive therapy, although the hazards may be in- 
creased. Discontinue the drug for several days, if possible, prior to elective 
Surgery. The possibility of a suicidal attempt by a depressed patient re- 
mains after the initiation of treatment; in this regard, it is important that 
the least possible quantity of drug be dispensed at any given time. Both ele- 
vation and lowering of blood sugar levels have been reported. 

A case of significant hypoglycemia has been reported in a type TI diabetic 
patient maintained on chlorpropamide (250 mg/day), after the additior 
of nortriptyline (125 mg/day). 

Adverse Reactions: Cardivvascular—Hypotension, hypertension 


tachycardia, palpitation, myocardial infarction, arrhythmias, heart 
block, stroke. Psvchiatric—Confusional states (especially in the elderly) 
with hallucinations, disorientation, delusions; anxiety, restlessness, agi- 
tation; insomnia, panic, nightmares; hypomania; exacerbation of psy- 
chosis. Neurologic—Numbness, tingling, paresthesias of extremities: 
incoordination, ataxia, tremors; peripheral neuropathy; extrapyramidal 
symptoms; seizures, alteration in EEG patterns; tinnitus. Antic linergic 
—Dry mouth and, rarely, associated sublingual adenitis; blurred vision, 
disturbance of accommodation, mydriasis; constipation, paralytic ileus; 
urinary retention, delayed micturition, dilation of the urinary tract. Aller- 
gic—Skin rash, petechiae, urticaria, itching, photosensitization (avoid 
excessive exposure to sunlight); edema (general or of face and tongue), 
drug fever, cross-sensitivity with other tricyclic drugs. Hematologic — 
Bone marrow depression, including agranulocytosis; eosinophilia: pur- 
pura; thrombocytopenia. Gastrointestinal—Nausea and vomiting, an- 
orexia, ean distress, diarrhea, peculiar taste, stomatitis, abdominal 
cramps, black-tongue. Endocrine—Gynecomastia in the male, breast en- 
largement and galactorrhea in the female; increased or decreased libido. 
impotence; testicular swelling; elevation or depression of blood sugar lev- 
els; syndrome of inappropriate ADH (antidiuretic hormone) secretion. 
Other —Jaundice (simulating obstructive), altered liver function: weight 
gain or loss; perspiration: flushing; urinary frequency, nocturia; drowsi- 
ness, dizziness, weakness, fatigue; headache; parotid swelling: alopecia. 
Withdrawal Symptoms—Though these are not indicative iF aiiai: 
abrupt cessation of treatment aher prolonged therapy may produce nau- 
sea, headache, and malaise 

Overdosage: Toxic overdosage may result in confusion, restlessness, ag- 
itation, vomiting, hyperpyrexia, muscle rigidity, hyperactive reflexes, 
tachycardia, ECG evidence of impaired conduction, shock, congestive 
heart failure, stupor, coma, and CNS stimulation with convulsions fol- 
lowed by respiratory depression. Deaths have occurred with drugs of this 
class. No po antidote is known; general supportive measures are indi- 
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Management of severely disruptive behavior: 
Ativan’ Injection with a neuroleptic. 


Rapid tranquilization with a wider 
margin of safety. 

Although neuroleptic agents provide 
an effective means of controlling 
violent or destructive behavior, their 
use iS associated with a risk of 
serious and potentially irreversible 
adverse effects.+? Dose reduction 

is the best way to minimize this 

risk, but such a solution may not be 
possible during an emergency. The 
use of ATIVAN Injection combined 
with a low-dose neuroleptic provides 
an alternative pharmacologic 
approach for sedating anxious and 
agitated patients exhibiting severely 
disruptive behavior. 


Clinical experience with this com- 
bination suggests that effective 





Ativan Injection I.M. 


(lorazepam) @ 





control can be achieved with lower 
neuroleptic doses than when using 
a neuroleptic alone.’ 


Ativan® Injection: Pharmacologically 


desirable as an adjunct for sedation. 


Unlike other benzodiazepines, 
ATIVAN Injection is readily ab- 
sorbed following intramuscular 
administration,* with peak plasma 
concentrations occurring in approx- 
imately 60 to 90 minutes.5 Mean 
half-life is about 16 hours and the 
desired sedative and anxiolytic 
effects usually last 6 to 8 hours.5* 
*The additive central-nervous system effects of 


neuroleptics should be borne in mind when used 
concomitantly with ATIVAN Injection. 


Please see the adjacent page for a brief summary of 
prescribing information. 








Calm the patient, 
curtail adverse reactions. 


-mergency medicine. 
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ATIVAN” INJECTION I.M. 


(LORAZEPAM) © 
DESCRIPTHON: Ativar® (lorazepam) Injection, a benzodiazening with antiemdety and sedative effects, is intended for 
IM or V us bas the chemical formula 7-chlaro-5-(o-chorpher-1 3-bydrony-2/-] ,4-benzo- 
azapin-2-on2. 


Lorazepam is a nearly white ponder almost insolubla in water Each mi of sterile injection contains either 2.0 or 
4.0 mg lorazepam, 0.18 ml polyethyieoe gheo! 400 In propytene gtycol with 2.0% benzyl alcohol as preservative. 
stor ener eter nr ly pone aca oe a reeled er ad 

is followed by dose-related effects of sadation (sleepiness or drowsiness), relief of preoperative amdety and 
ck of recall of events related to day of surgery In most patients. The clinical sedation (sleepiness or dreresiness) 
thus noted is such that mast patients are able to respond to simple Instruchons whether they give sppearance of 
a E a ae a 

estionin T USTE ee oe een Oe eee ane 

Gificutty g penoperative events, or recognizing props from before surgery. Lack of recall and 
P um within 2 hours after hand 15 to 20 minutes after IY injection. 

epilator they a b as 
silanes plead ee Wan Ac dd ee Ge ee eae d lack of recall were 
noted. As with other benzodiazepines, uasteadiness, enhanced to CNS depressant of eta akohol 
and other drugs wer notad in isolated and rare cases for greater than 24 4 hours. 

Studies in healthy adult voluotsers reveal that I lorazapaa in mei Apples te E 
seasitivily io resolratory stimulating effect of carbon diodde and does not depressant effects of 
doses of meperidme up to 100 Agel ysl pr A aa e maser 
suifichently awake to undergo testing. Upper airway abstroction was observed in rare instances where the 


received greater than recommended dose, and was slospy and difficult to arouse (Sse and 
w excasstvely sleepy 

E A N Injectable do net affect the circulatory sysiec in the suplae 

posibon o erploying 2 70 degree tilt test. Doses of 8 to 10 mg of N lorazepam (2 to 2.5 times nadmum recom- 


gai apc spree treba arsenide inion 

adults who received larazenam injection and no other drugs revealed that 
visual tracking {the ability to a moving ina centered) was impaired for a meen of eight (8) hours following 
4a nia ac! fowr (A) Bours ng 2 mg 8 wh coer ete va Simkar findings were 
noted with pentobarbital 150 and 75 mg. Although this study showed both m and pentobarbital Irertered 
with eye-hand coonfination, data are insuffickent to predici when f would be safe to operate a motor vehicle o 
ap in hazardous occupation or sport. 

AND USAGE: in adults — for praanesthetic medication, producing sedation (skeepiness or drowsiness), 
relief of anxiety, and decreased abilrty to recall events related to day of surgery, Most useful in patients zroous 
about surgical procedure who prefer diminished recall of events of day of surgery. 

CONTRAIRDICATIONS: Known sensitivity to bonzodlazepines or vabicle (polyethylene gicu, glycol and 
benzyl alcohol) or scute narrow angie glaucoma. intra-arterial injection is contraindicated se, 23 miih other 
benzodiazepines, inadvertent mtra~artertal infection may produce arteriospasm resulting in gangrane 

may require amputation (See 


WARNINGS: PRIOR TO IV USE, LORAZEPAM SHOULD BE DILUTED VATH EQUAL AMOUNT OF COMPATIBLE DILUENT (SEE 
DOSAGE AND ADMINISTRATION). IV INJECTION SHOULD BE MADE SLOWLY AND WITH REPEATED ASPIRATICH. 
CAREFULLY DETERMINE THAT INJECTION WILL NOT BE INTRA-ARTERIAL AND PERIVASCULAR EXTRAVASATICN WILL 
NOT OCCUR. PARTIAL AIRWAY OBSTRUCTION BAY OCCUR IN HEAVILY SEDATED PATIENTS. (Y LORAZEPAM, GIVEN 
ALONE IN GREATER THAN RECOMMENDED DOSE, OR AT RECOMMENDED DOSE AND ACCOMPANIED BY OTHER DRUGS 
USED DURING ANESTHESIA, MAY PRODUCE HEAVY SEDATION; THEREFORE, EQUIPMENT TO MAINTAIN PATENT AIRWAY 
AND SUPPORT RESPIRATION AND VENTILATION SHOULD BE AVAILABLE 
No evidence now supports lorazepam mfection ie coma, shock or acute alcohol intusication. Since the iver is the 
most ikel site of conjugation and since excretion of conju joraze pan a) is renal, erazepam is not 
recommended in hepatic and/or renal fadure, This does not prackude fis use in patients with miki to moderate 
hepatic or renal disease. When Injectabte lorazepam 13 used in mild to moderate hepatic or renal Jisease, coasider 
lowest effective dosa slnce drug effect may be with other benzodiazepines and [mead 
expertence with parenteral [orazepam demonstrated that tolerance to coocomitant alcohol and othar CNS depressants 
is dhulnisbed. As with similar drugs, patients receiving injectable lorazepam should not operate 
slo ads lh nd pl asap preg tail performance nay 
ter Intervals because of ectremes of age, other concomitant drugs, stress of surgery or general 
Enon pationt. Clinical trials showed pattents over 50 may kave more and prolonged sedation with N 
use. Ordinasiby en Initial dose of 2 mg may be adequate, unless greater degree of lack of recall Is desired. As with all 
ONS deorcacants, erercise cur ta DAAI injectable lorazepam since premature ambulation may result in 
injury frome falling. There is no added beneficial sffect from scopolamine to injactable lorazepam; trex 
combined effect m evot ee iames 0f arata ination and irrational bahay o. 
TO PREGNANT WOMEN WAY CAUSE FETAL DAMAGE. Increased risk of congenital 
eN a ki A dl M, ecards One irst of 
pregnancy was suggested in several studies. in humans, blood levets umbilical cord blood ir dicate Hacental 
transfor of pireja ape IE ps rp should eng neha peie rab seat 
insufficient data ro pope dr el rr ap Fei rte udies performed in mics, 
rats and two strains of rabbits showed occasioaal a nocrafies (reduction of tarsals, tibia, metatarsals, melutated 
labs, reatformed skull and microphthal nia) in drugtreated rabbits without relationship to dosage. 
Although afl these anomalies were not present in conci ment control group, they have bean reported to occar 
raodoauy in historical controls. At doses of 40 Scand celle N and Weta (here was evi ence ot i 
resorpiion and increased fetal loss io rabbits was not sean at lower doses. 
Endotcople Precedures: There are insufficdent data to suppert lorazepam injection for outpatient endoscopic 
gona cha Sly Hod eof JUTO CENAE Tovary ON eal ab arora 
not impaired whea lorazepam Injection is used for per-oral endoscopic procedures, therefore adeq tate topical or 
regional aaasthesia b recommended to minimiza reflex activity associated wilh such procedures. 
PRECAUTIONS: General: Bear ic mind additive CNS affacts of otber drugs, eg., chenothiazines, narcotic 3 
barbiturates, antidepressants, scopolamine and MAD inhibitors when these Se y 
during period of recovery from forazepam injection (See CLINECAL PHARMACO papal Cii 
In fap ety va iat ae nie ron ere, bce C 
possile underventi{ation and/or hypade cardiac arrest. Rasuscitative ment for 
readily available. (Ses WARNINGS and DOSAGE and ADMINISTRATION). ana m is used NV as premedicant 
prior to regional or loca! anesthesia, excessive sleecinass or drowsiness may 
cna etme anes om Ti st Ay wie mc than 005 m 
analgesics are used concomitantly with the recommended dose (See ADVERSE 
Information for Patients: As appropriate, inform Leeds ara sedation, relief of ardety 
ind tach of real: and durati, et hesa eects (about B hours), <o hoe aos adequately perceive risks as well as 
benefis rach Us ase. Cantina pation whe receive rastoama Vatian a prereeticant last ave sitanolies d 
operating hazardous machinary, or engaging in bazardous sports should be delayed for 24 to 48 hours atar 
injection. Sedathes, tranquilizers and oarcotic analgesics given with Injectable lorazepam may produce more 
profonged and profound effect, taldag the forme of excessive sleepiness or drowsiness, and rarely Interfering with 
recall and recognition of events of day of sargery and the day after Getting out of bed unassisted may result m 
ee ee Injection. Adcoholic bewerages shoutc not be 


at least 24 to 48 hours after lorazepam injection doe to additive effects on CHS depressicn seen vih 
boc sean fe fees Deno paces be kid lorazepam injection may make thera very sleepy for longer 
than 6 to & bours surgery. 
Laboratory Tests: in clinical trials, no la test abnormalities ware identified with single or To doses of 
lorazepam Tests included: CBC, u SGOT, SGPT, bilirubin, atkaline phosphatase, LOH, cholesterol, 


unc acid, giucoss, calckim, phosphorus aod total proteins. 


Drag interactiegs: Lorazepam infection, Ree other injectable benzodiazse e pinot a ai 
with ethyl alcoho, ee ichdbitors and other ressants. When scopoia:T ine 
used concomitantly with injectable lorazepam Increased Incidence of sedation, hallucinations and irratiore| behavior 
was observed. 


Drug/Laboratory Test manear No Laboratory test abnormalities ware identified when lorazepam was given 
zloge or isomers lg nother drug, e.g, narcotic analgesics, inhalation anesthetics, scopolamine, atropiae 
and various tran sa agea 


Carcinogenesis, Mutagenaais, Ingakraent of F eee 
se el on 10 maT i Sa Rola rat regarding mutagenesis have beer. performed. 
cil alibi Tada i labiga liikaa ate EH a M4 does hone) e RR. 


ee wo Cay Category D. See WARIUNGS section. 
Delivery: eS a eee ee 
section: therefore, this use ts not recomumendsd. 


A20 


ores ee 


Norslng Mothers: Do not give injectable lorazepam to nursing mothers, because Bike other benzodiazepines, 
Pediatric Use, There ar asaflert data lo support we aie tg 
f are support or recommendations for injectabis 
krazepam n patients under 18 years; therafore, such use is not recom ; 
ADVERSE REACTIONS: CNS: Most Stone ate ee sas 
depressant effects. Incidence varied a a ee 
depressants, and investigator's i lel deara ata dati f dated cial Eo A eon 
ard drowsiness wore side with patient cooperation in about 6% (25/446) of patients 
ee ee were unable fo assess levels of anesthesia io regional biocks or with 
caudai anesthesia. Patients over S years had higher incidence of excessive sleepiness or drowsiness compared with 
thosa under 50 (21/106 vs 24/245) when lorazepam was given I (sea DOSAGE and ADMINISTRATION). On rare 
occasions (3/1580), patient was unable to give personal identification on arrival in operating room, and one patient 
restiescnaes: OMARI, 


fell when attempting prematore ambulation in postoperative period. s such as 
depression, crying, sigs Do delirium occured in about 1.3% (20/1 One orgs injured himself postopera- 
y by picking at his Hallocinalions were p-eseat in about 1% (14/1580) of patients, and were visual and 


self-limiting. An occasional patient comptained of dizziness, diplopta and/or blurred vision, Depressed hearing was 
Sr ee dting paak CIECA pord. Aci 0C -ational PANA Ne vain fever mi Stay, becausa df 
excessive sleepiness or some tom of inappropriste behavior (latter seen most commonly when scopolamme given 
concomitantly as premedicant). Linaited intonation from patients discharged day after recatving injectable 
lorazepam showed one patient complained of some uesteadiness of gait and reduced abëhty to performs complex 
mentai functions. Enhanced to alcoholic beverages was reported more than 24 hours after injectable 
lorazepam, simia to experience with other benzodiazepines. 
Local Effects: I lorazapam resulted in pain at injecting site, a sensation of buming, or observed redness in the 
same area in a very variable incidanca from one study to another. Overall incidenca of pain and buming was about 
17% (146/859) in Ee ee ee ee e eaaa 
(redness) occurred in about 2% (17/859) in pecan tet sel pels aloo ah 
hours later in about 0.8% (7/859). [Y lorazepam resulted in pata iq | ar about 1.6% immediately 
Paseo Vb wes td or about 0.5% still complained of pain. Redness id not occur 
post IY but was noted in 19/771 patients at 24-how period (incidence ts similar to that abserved with IV 
rissa Spe anak (019% j and hypotension (0.1%) sionally observed alter patients 
ion were occasions a 
received injectable lorazepam. 
Respiratory Syster: Five patients (5/445) who underwent regional anesthesia were observed to have partial airway 
obstruction. This was believed due to excesstve siespiress at time of procedure, and resulted in tempora 
under-ventilation. Immsdiate attention to the PHARMACOLOGY WAAGE aed PRECATTIONS usual countermeasures, will usually rly sutiee to 
manage this (see also CLINICAL PHARMACOL 
Other Adverse Exporisnces: Skin rash, nausea and won aa aa 
injacdabie lorazepam with other drugs during anesthesia and surpary. 
DRUG ABUSE AMO DEPENDENCE: As with other benzodiazepines, lorazepam injection has a low potential for abuse 
and may laad to limited ence. Although thare are oo such clinical data for injectable lorazepam, repeated 
doses over a prolonged of time may result in limited physical and psychological 
OVERBOSAEE: Overdosage of benzndiazepines is usus eam 
from drowsiness to coma. in miid cases, syraptors iachide drowsiness, mental confusion and lethargy: in more 
sins cous ae pt ype Pads sees mn re ear ey rarely, death. Treatment 
of overdosage is orally supportive until drug is eliminated. Carefully monttor vital signs ai fluid balance. Maintain 
adequat and assist as needed, With normally functioning kidneys, forced diuresis with 
intravenous fluids and electrotfes may accelerate elimination of benzodiazepines. in addition, osmotic druretics such 
as mancitol may be effective as measures. io more critical situations, maei dialysis and exchange blood 
transfusions may be Indicated. reports indicate that IY infusion of 0.5 to 4 mg physostigmine at rate of 
Pi nate eat a ag of central anticholinergic overdose (confusion, neemory 
disturbance, visual wiam); however, hazards associated with physostigmine (Le, 
ition of secures) should ba be weighed against possible clinical benefit. 
DOSAGE AND ADMINISTRATION: Parenteral drug products should be Inspacted wenually for particulate matter and 
discoloration prior to administration whenever solution and contaloer permit. Do net use H solution is discolored or 
Sais or Ine ious a ia premedicant, usual IM doses of | Is 0.05 m 
r i sas usua orazepam up 
As with af premedicants, individualize dose (Sea also CLINICAL PHARMACOLOGY, 
REACTIONS). Doses of other CNS depressants should ordinarily be reduced. Gee 
PRECAUTIONS), For apdimum effect, measurod as lack of recall, adendnister jorazenarm M at feast 2 hours before 
anticipated oparabve procedure. Administer narcotic anaigesics at usual preoperative time. There are fesufficient 
efficacy data to make dosage recommendations for IM lorazapam in patients under 18 years; therefore, such use 13 


net recommended 
intravenous Injection: For the primary of sedation and relief of anxiety, uswa! recommended hnitlal IY dose 
of jarazapam fs 2 mg totai, or 0.02 (0.044 m allege baba This dose will suffice for sedating 

most adults, and should not ordinarily be excsedad i over 50 years. In patients in wham greater ikolihood 


of Leck of recall for perioperative events would be be |, larger doses as igh es 0.05 mg/kg a to total of 4 


lorazepam shouki be administered BHi 
EQUIPMENT NECESSARY TO MAINTAIN A PATENT AIRWAY SHOULD BE IMMEDIATELY AVAILABLE TO WV USE OF 
LORAZEPAM (see WARNINGS). There are insufficient efficacy data to make dosage recommendations for IY lorazepam 
in patients under 18 years; therefore, such use bs not recommended. 
Administration: Wl he IM, lorazepam injection, undiluted, shoald be injected deep in masche mass. Injectabke 
lorazepam can be na sulfate, narcotic analgesics, other parenterally used analgesics, commonly 
used anesthetics, and musde Immediately prior to IY use, lorazepam injection mast be diluted with an 
squali volume of compatible solution. When p sted the drug may be infected directly {ato a voln or into the 
tubing of an existing [¥ infusion, Rate of injachon should not ie Nee pir Fry gl 
See a E COn Es WA SHAE Vale ECON Sn AOE econ % Dextrose 
baection, USP. 


BOW SUPPLIED: Ativag® (lorazepam) injection, Wyeth, is available in singto- and muttiple-dose vials and in TUBEX® 
Sterile Cartridge-Needie Units. 

2 meg/mi, NDC 0008-0581; 1 ml and 10 mi vials and 1 mi fill in 2 l TUBEX 

4m m Rte AEA a aA UR E TOER 

Fer IM or IY Iajection. Protect from Ur get ia 

Directions for Blution for [V Use; To dilute, ad fata eA ae tpl 
ak la half-ftied TUBEX. (2) Slovwy aspirate desired volume of dient (3). Pull back on plunger to provide 
additional mixing spece. (4) immediately mk contents lharoughly by gently inverting repostedty unti 
homopencus solution resufts. Do not shake vi , 28 this ea EADE ee Aara 
desired amount of Lorazepam infection into syringe. proceed as described under TUBEX. 
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Manufactured and distributed by SK&F Co., 
Cidra, P.R. 00639 


Emerging 
from the 
Darkness of 
Schizophrenia 


Controls psychotic symptoms 


“Activates” the withdrawn 
patient 


Avoids excessive sedation 
Reduces the risk of side effects* 


Encourages adherence with 
b.i.d. dosing 


Available in Tablets: 1, 2, 5 and 10 mg. 
Multiple-dose Vials: 10 mL. (2 mg./mL.) 
Concentrate: 10 mg./mL. 


Before prescribing, please see brief summary of prescribing 
information on adjacent page. 


*With ‘Stelazine’, the risk of anticholinergic effects and hypotension 
is relatively low. ‘Stelazine’ shares the increased risk of extrapyram- 
idal symptoms associated with all high-potency neuroleptics; 
when they occur, these can generally be readily controlled. 


SISSF CO. - SK&F Co., 1988 





= ® 
Stelazine brand of 


trifluoperazine HCI 


Before prescribing, see complete prescribing information in SK&F Co. 
literature or PDR. The following Is a brief summary. 


Contraindications: Comatose or greatly depressed states due to C.N.S. depressants, 
blood dyscrasias; bone marrow depression; liver damage. 


Warnings: Tardive dyskinesia (TD) may develop in patients treated with neuroleptic 
(antipsychotic) drugs. The risk of TD and likelihood of irreversibility are thought to increase 
as duration of treatment and total cumulative neuroleptic dose increase. Much less com- 
monly, the syndrome can develop after relatively brief treatment at low doses. There is no 
known treatment for TD, although it may remit if neuroleptics are withdrawn. Neuroleptic 
treatment may suppress signs and symptoms of the syndrome and thereby mask the 
underlying disease process. To minimize risk of TD, generally reserve chronic neuroleptic 
treatment for patients who suffer from chronic illness that responds to neuroleptics and for 
whom alternative, effective, less harmful treatments are not available or appropriate. In 
patients requiring chronic treatment, the minimal effective dose and shortest duration of 
treatment should be sought. Periodically reassess need for continued treatment. If signs and 
symptoms of TD appear, discontinuation of neuroleptics should be considered. (See 
PRECAUTIONS.) 


Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been 
reported in association with antipsychotic drugs. Clinical manifestations include: Hyperpy- 
rexia, muscle rigidity, altered mental status and evidence of autonomic instability. 


The management of NMS should include 1} immediate discontinuation of antipsychotic 
drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic 
treatment and medical monitoring, and 3) treatment, if available, of any concomitant 
serious medical problems. 


‘Stelazine’ Concentrate contains sodium bisulfite, which may cause allergic-type reactions 
including anaphylactic symptoms or asthmatic episodes in certain susceptible people. The 
prevalence of sulfite sensitivity in the general population is unknown and probably low 
and is seen more frequently in asthmatic than in non-asthmatic people. 


Generally avoid using in patients hypersensitive (€.g., have had blood dyscrasias, jaundice) 
to any phenothiazine. Caution patients about activities requiring alertness (e.g., operating 
vehicles or machinery}, especially during the first few days’ therapy. Additive depressant 
effect is possible with other C.N.S. depressants, including alcohol. Do not use in pregnancy 
except when essential and potential benefits clearly outweigh possible hazards. Prolonged 
jaundice, extrapyramidal signs, hyperreflexia and Bg oe es have been reported in 
newborns whose mothers received phenothiazines. There is evidence that phenothiazines 


are excreted in the breast milk of nursing mothers. 


Precautions: Since some patients chronically exposed to neuroleptics will develop tardive 
dyskinesia, it is advised that, if possible, full information about this risk be given to patients 
or their guardians when chronic use is contemplated. 


Use cautiously in angina. Avoid high doses and parenteral use when cardiovascular system 
is impaired since hypotension has occurred. Antiemetic effect may mask the signs of 
overdosage of other drugs or obscure diagnosis and treatment of certain physical disor- 
ders. Prolonged use of high doses may result in cumulative effects with severe C.N.S. or 
vasomotor symptoms. If retinal changes occur, discontinue drug. Agranulocytosis, throm- 
bocytopenia, pancytopenia, anemia, cholestatic jaundice, liver damage have been re- 
ported. Use cautiously in patients with glaucoma. 


Patients with a history of long-term therapy with ‘Stelazine’ and/or other neuroleptics 
should be evaluated periodically for possible dosage adjustment or discontinuance of drug 
therapy. Neuroleptic drugs cause elevated prolactin levels that persist during chronic use. 
Since approximately one-third of human breast cancers are prolactin-dependent in vitro, 
this elevation is of potential importance if neuroleptic drug use is contemplated in a patient 
with a previously detected breast cancer. However, clinical and epidemiologic studies to 
date have not shown an association between the chronic use of neuroleptic drugs and 
mammary tumorigenesis. Chromosomal aberrations in spermatocytes and abnormal sperm 
have been demonstrated in rodents treated with certain neuroleptics. Use cautiously in 
persons who will be exposed to extreme heat. 


Phenothiazines may diminish the effect of oral anticoagulants. Phenothiazines can produce 
alpha-adrenergic blockade. Concomitant use of phenothiazines with propranolol increases 
plasma levels of both drugs. Concurrent use of phenothiazines may counteract antihyper- 
tensive effects of guanethidine and related compounds. Thiazide diuretics may accentuate 
the orthostatic Ay ytd that may occur with phenothiazines. Phenothiazines may 
lower the convulsive threshold and may also precipitate phenytoin toxicity; dosage 
adjustments of anticonvulsants may be necessary. If neuromuscular reactions occur in 
pregnant women, or in children, permanently stop neuroleptic therapy. Patients should not 
receive ‘Stelazine’ 48 hours before or 24 hours after myelography with the contrast 
medium metrizamide. The presence of phenothiazines may produce false positive phenyl- 
ketonuria (PKU) test results. 


Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry mouth, insomnia, 
amenorrhea, fatigue, muscular weakness, anorexia, lactation, blurred vision. Neuromuscu- 
lar (extrapyramidal) reactions: motor restlessness, dystonias, pseudo-parkinsonism, tardive 
dyskinesia, and a variant, tardive dystonia. 


Other adverse reactions reported with Stelazine (trifluoperazine HCI, SK&F) or 
other phenothiazines: Some adverse effects are more frequent or intense in specific 
disorders (e.g., mitral insufficiency or pheochromocytoma). 


Grand mal and petit mal convulsions, particularly in the presence, or with history, of EEG 
abnormalities; altered cerebrospinal fluid proteins; cerebral edema; prolongation and 
intensification of the action of C.N.S. depressants, atropine, heat, and organophosphorus 
insecticides; nasal congestion, headache, nausea, constipation, obstipation, adynamic 
ileus, ejaculatory disorders/impotence, priapism, atonic colon, urinary retention, miosis and 
mydriasis; reactivation of psychotic processes, catatonic-like states, hypotension (some- 
times fatal); cardiac arrest; leukopenia, eosinophilia, pancytopenia, agranulocytosis, 
thrombocytopenic purpura, hemolytic anemia, aplastic anemia, jaundice, biliary stasis, 
Aa af Sever hypoglycemia, glycosuria, menstrual irregularities, galactorrhea, gyneco- 
mastia, false positive pregnancy tests, photosensitivity, itching, erythema, urticaria, eczema 
up to exfoliative dermatitis, asthma, laryngeal edema, angioneurotic edema, anaphylactoid 
reactions, peripheral edema; reversed epinephrine effect; hyperpyrexia; mild fever after 
large I.M. doses; increased appetite; increased weight; a systemic lupus erythematosus-like 
syndrome; pigmentary retinopathy; with prolonged administration of substantial doses, 
skin pigmentation, epithelial keratopathy, and lenticular and corneal deposits; neuroleptic 
malignant syndrome, which may be fatal; EKG changes—particularly nonspecific, usually 
reversible O and T wave distortions—have been observed. Temporary nausea, vomiting, 
dizziness, and tremulousness may follow abrupt cessation of high-dose therapy. NOTE: 
Sudden death in patients taking phenothiazines {apparently due to cardiac arrest or 
asphyxia due to failure of cough reflex) has been reported. 


SKSSF CO. 


Manufactured and distributed by 
SK&F Co., Cidra, P.R. 00639 
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PSYCHIATRIST 


OPPORTUNITY WITH 
CENTRAL FLORIDA PSYCHIATRIC HOSPITAL 


PARK PLACE HOSPITAL, a 60-bed private psy- 
chiatric facility in Central Florida, is offering a 
position for a board certified or board eligible 
psychiatrist. Located just outside Orlando, Florida— 
one of the nation’s fastest growing metropolitan 
areas — Park Place Hospital is close to all major 
tourist attractions; beaches; and recreational, civic 
and cultural activities and events. Central Florida 
offers diversity in lifestyle, a warm climate year 
round and unlimited opportunity for career growth 
and success. 


PARK PLACE HOSPITAL OFFERS: 

* Opportunity for private practice and salaried 
medical administration position. 

* New office building located near hospital 
facility. 

* Outstanding compensation package, including 
paid relocation. 















Please call or send curriculum vitae 


FE Park Place Hospital 


206 Park Place Boulevard, Kissimmee, Florida 32741 
407-846-0444 


Equal Opportunity Employer 






PSYCHIATRIST 


Swope Parkway Health Center has an immediate 
opening for a full-time/part-time psychiatrist. Must 
be board-certified or board-eligible. Must be li- 
censed in Missouri. 


Swope Parkway Health Center is JCAHO-accredit- 
ed, ambulatory health center and a community men- 
tal health center providing a wide range of mental 
health services including: 


è outpatient @ drug and alcohol 
è partial hospital @ children’s services 
è residential care @ various preventive programs 


In addition, the Health Center provides services in 
pediatrics, internal medicine, OB/GYN, podiatry, 
dental, and optometry services. Hospital privileges 
in two area hospitals. Center provides malpractice, 
CME, health/life insurance, pension, disability, holi- 
days, and competitive salary. 


Send curriculum vitae to: 


Cheryl Kelow 
Personnel Director 
Swope Parkway Health Center 
4900 Swope Parkwa 
Kansas City, MO 64130 
(816) 923-4545, ext. 225 


FDA procedures now 
bring promising 
investigational drugs to 
patients earlier in the 
development process. 


The Food and Drug Admin- 
istration has established 
procedures to allow use of 
“promising drugs for 
treatment of patients with 
serious or life-threatening 
illnesses...”' as early in the 
drug development process 
as possible and before gen- 
eral marketing has begun. 


This OCD medication is 
the first psychotropic 
drug authorized under 
these new procedures. 


In releasing the drug for 
treatment use, the FDA 
explained that “...studies 
aimed at US. approval... 
have shown sufficient evi- 
dence of effectiveness for 
the drug to permit its lim- 
ited distribution,” 


© 1989, CIBA-GEIGY. 335-9409-A 


CIBA-GEI 


GYA 


treatment IND 


(investigational new drug) 


program for 
patients with 
Obsessive- 
Compulsive 
Disorder 





For information and enrollment kits call 
1-800-842-2422 
between 9AM-5PM Eastern Time 


Ready supply of drug 
available through 
enrolled psychiatrists 
for eligible patients. 


The treatment medication 
is being distributed by 
CIBA-GEIGY free of charge 
to psychiatrists enrolled in 
the treatment IND pro- 
gram, who will, in turn, 
supply the drug to eligible 
patients. 


Patient enrollment 
criteria established. 


Patients must be between 
10 and 70 years of age, with 
OCD symptoms of at least 
one year’s duration that 
interfere significantly with 
daily functioning. 

' Young FE, Benson JS, Nightingale SL, et al: 
Drugs available under treatment IND. FDA 


Drug Bulletin 1988:18:14-15. 
FDA Press Release, June 6, 1988. 


Announced by 


CIBA—GEIGY 


Pharmaceuticals 
Summit, New Jersey 07901 


*The total daily.dosage of Sinequan may be given on a divided or once-a-day dosage schedule. If the once-a-day 
schedlile is’employed, the maximum recommended dose is 150 mg. This’*dose may be given at bedtime. 
+The 150-mg capsule strength is intended for maintenance therapy only and is not recommended for initiation of treatment. 


For-a-brief summary of SINEQUAN prescribing information including adverse reactions, 
please see the following page of this advertisement. 
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Antidepressant effectiveness 
with once-a-day dosing’ 
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150-mg,* 100-mg, 75-mg, 50-mg, 
25-mg,,and 10-mg CAPSULES and 
ORAL CONCENTRATE, 10-mg/rmil, 
120-ml (4-02) bottles 
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SINEQUAN coxepin Ho 


BRIEF SUMMARY 

SINEQUAN" (doxepin HCI) Capsules/Oral Concentrate 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hyper- 
agen to the drug. Possibility of cross sensitivity with other dibenzoxepines should be kept 
in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. 
These disorders should be ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent 
illness or patients taking other medications should be carefully adjusted. This is especially 
important in patients receiving other medications with anticholinergic effects. 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric 
patients should be adjusted carefully based on the patient's condition. 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, 
monkeys and dogs and there was no evidence of harm to the animal fetus. The relevance to 
humans is not known. Since there is no experience in pregnant women who have received this 
drug, safety in pregnancy has not been established. There are no data with respect to the 
secretion of the drug in human milk and its effect on the nursing infant. 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not 
recommended because safe conditions for its use have not been establishec. 

MAO Inhibitors: Serious side effects and even death have been reported following the 
concomitant use of certain drugs with MAO inhibitors. Therefore, MAO inhibitors should be 
discontinued at least two weeks prior to the cautious initiation of therapy with SINEQUAN. 
The exact length of time may vary and is dependent upon the particular MAO inhibitor being 
used, the length of time it has been administered, and the dosage involved. 

Usage with Alcohol: It should be borne in mind that alcohol ingestion may increase the 

danger inherent in any intentional or unintentional SINEQUAN overdosage. This is especially 
important in patients who may use alcohol excessively. 
Precautions. Since drowsiness may occur with the use of this drug, patients should be 
warned of the possibility and cautioned against driving a car or operating dangerous machin- 
ery while taking the drug. Patients should also be cautioned that their response to alcohol may 
be potentiated. 

Since suicide is an inherent risk in any depressed patient and may remain so until 
significant improvement has occurred, patients should be closely supervised during the early 
course of therapy. Prescriptions should be written for the smallest feasible amount. 

Should increased symptoms of psychosis or shift to manic symptomatology occur, it may 
be necessary to reduce dosage or add a major tranquilizer to the dosage regimen. 
Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been 
specifically reported with SINEQUAN use. However, due to the close pharmacological 
similarities among the tricyclics, the reactions should be considered when prescribing 
SINEQUAN. 

Anticholinergic Effects: Dry mouth, blurred vision, constipation, and urinary retention have 
been reported. If they do not subside with continued therapy, or become severe, it may be 
necessary to reduce the dosage. 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. 
This tends to disappear as therapy is continued. Other infrequently reported CNS side effects 
are confusion, disorientation, hallucinations, numbness, paresthesias, ataxia, and extra- 
pyramidal symptoms and seizures. 

Cardiovascular: Cardiovascular effects including hypotension and tachycardia have been 
reported occasionally. 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred. 

Hematologic: Eosinophilia has been reported in a few patients. There have been occa- 
sional reports of bone marrow depression manifesting as agranulocytosis, leukopenia, 
thrombocytopenia, and purpura. 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, 
and aphthous stomatitis have been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular swelling, gynecomastia in males, enlarge- 
ment of breasts and galactorrhea in the female, raising or lowering of blood sugar levels, and 
syndrome of inappropriate antidiuretic hormone have been reported with tricyclic 
administration. 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaun- 
dice, alopecia, and headache have been occasionally observed as adverse effects. 

Withdrawal Symptoms: The possibility of development of withdrawal synptoms upon 

abrupt cessation of treatment after prolonged SINEQUAN administration should be borne in 
mind. These are not indicative of addiction and gradual withdrawal of medication should not 
cause these symptoms. 
Dosage and Administration. For most patients with illness of mild to moderate severity, a 
starting daily dose of 75 mg is recommended. Dosage may subsequently be increased or 
decreased at appropriate intervals and according to individual response. The usual optimum 
dose range is 75 mg/day to 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual 
increase to 300 mg/day if necessary. Additional therapeutic effect is rarely to be obtained by 
exceeding a dose of 300 mg/day. 

In patients with very mild symptomatology or emotional symptoms accompanying organic 
disease, lower doses may suffice. Some of these patients have been controlled on doses as 
low as 25-50 mg/day. 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage 
schedule. If the once-a-day schedule is employed the maximum recommended dose is 
150 mg/day. This dose may be given at bedtime. The 150 mg capsule strength is 
intended for maintenance therapy only and is not recommended for initiation of 
treatment. 

Anti-anxiety effect is apparent before the antidepressant effect. Optimal antidepressant 
effect may not be evident for two to three weeks 
Overdosage. 

A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth. 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias 
and tachycardias. 

Also: urinary retention (bladder atony), decreased gastrointestinal motility (paralytic ileus), 
hyperthermia (or hypothermia), hypertension, dilated pupils, hyperactive reflexes. 

B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary. 

2. Severe: Medical management of severe SINEQUAN overdosage consists of aggressive 
supportive therapy. If the patient is conscious, gastric lavage, with appropriate precautions to 
prevent pulmonary aspiration, should be performed even though SINEQUAN is rapidly 
absorbed. The use of activated charcoal has been recommended, as has been continuous 
gastric lavage with saline for 24 hours or more. An adequate airway should be established in 
comatose patients and assisted ventilation used if necessary. EKG monitoring may be 
required for several days, since relapse after apparent recovery has been reported. Ar- 
rhythmias should be treated with the appropriate antiarrhythmic agent. It has been reported 
that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in 
adults may be reversed by the slow intravenous administration of 1 mg to 3 mg of physostig- 
mine salicylate. Because physostigmine is rapidly metabolized, the dosage should be 
repeated as required. Convulsions may respond to standard anticonvulsant therapy, however, 
barbiturates may potentiate any respiratory depression. Dialysis and forced diuresis gener- 
ally are not of value in the management of overdosage due to high tissue and protein binding 
of SINEQUAN. 


More detailed professional information available on request. 


ROeCRIG GZ 


A division of Pfizer Pharmaceuticals 
New York, New York 10017 


A26 

























PSYCHIATRISTS 
BOSTON 


Fulltime and parttime psychiatrists 
sought for exciting mix of public and 
private practice. Academic appoint- 
ment at the Boston University Medical 
Center for qualified applicants, oppor- 
tunity for research and private practice 
and inpatient/ambulatory care at pub- 
lic mental health facility. Opportunity 
to be part of a growing group practice 
with ownership of stock available. A 
non-profit low overhead research in- 
stitute is affiliated with the practice to 
accept grants for physicians. Superb 
compensation package includes fringe 
benefits tailored to individual needs. 
Minority and Spanish-speaking physi- 
cians especially sought. 


Send CV in confidence to: 
Richard Pillard, M.D. 

Boston Psychiatric Group, P.C. 
Room 905 JP 

85 E. Newton St. 

Boston, MA 02118. 


An Affirmative Action Employer. 























HEAD, 
DEPARTMENT OF PSYCHIATRY 


University of Illinois College of Medicine at Chicago 


CHIEF, 
DEPARTMENT OF PSYCHIATRY 


Michael Reese Hospital and Medicine Center 






The University of Illinois College of Medicine at Chicago 
and Michael Reese Hospital and Medical Center invite 
appiicauons and nominations for the position of Head/ 
Chief of the Department of Psychiatry. The Head/Chief 
will lead the Psychiatry program of two of Chicago's most 
important medical institutions, both with a long history 
of academic excellence and outstanding patient care. The 
Department of Psychiatry is also affiliated with programs 
at the West Side Veterans Administration, the Illinois 
State Psychiatric Institute and the Institute for Juvenile 
Research. 


Candidates should be Diplomates of the American Board 
of Psychiatry and Neurology (or equivalent), have had 
substantial scholarly productivity in the field, and have 
demonstrated ability to provide dynamic leadership in 
administering a comprehensive program of patient care, 
education, and research in Psychiatry. 


Interested individuals should send a curriculum vitae to: 


Edward L. Applebaum, M.D. 

Chairman, Search Committee 

Professor and Head, Department of Otolaryngology 
—Head and Neck Surgery 

Univesity of Illinois College of Medicine at Chicago 
1855 West Taylor Street 


Chicago, IL 60612 


The University of Illinois at Chicago is an affirmative action/equal opportunity employer 
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Calendar 





(Continued from page A16) 


October 9~11, 2nd congress, World Association for Psycho- 
social Rehabilitation, Barcelona, Spain. Contact J.L. Marti- 
Tusquets, University of Barcelona, Casanova 143, Barcelona 
08036, Spain. 


October 10—14, 8th International Forum of Psychoanalysis, 
Rio de Janeiro, Brazil. Contact ADAM Congressos e Eventos 
Ltda., 63, Av. Almirante Barroso, Grps. 1413-1414, Rio de 
Janeiro 20031, R.J., Brazil; 021-220-2781. 


October 11-15, annual meeting, American Academy of 
Child and Adolescent Psychiatry, New York. Contact Vir- 
ginia Q. Anthony, Executive Director, 3615 Wisconsin Av- 
enue, NW, Washington, DC 20016; 202-966-7300. 


October 12-14, annual meeting, American Academy of 
Medical Administrators, Scottsdale, Arizona. Contact Tho- 
mas R. O’Donovan, Ph.D., President, 30555 Southfield 
Road, Suite 150, Southfield, MI 48076; 313-540-4310. 


October 13—15, 6th International Conference on Multiple 
Personality/Dissociative States, Chicago. Contact Bennett G. 
Braun, M.D., Program Director, ICMP/DS, Rush-Presbyte- 
rian-St. Luke’s Medical Center, 6130 North Sheridan Road, 
Chicago, Illinois 60660; 312-508-6440 or 508-6442. 


October 13-19, 8th World Congress of Psychiatry, World 
Psychiatric Association, Athens, Greece. Contact Dr. Con- 
stantin R. Soldatos, Department of Psychiatry, Eginitiou 
Hospital, 74 Vassilissis Sophias Avenue, Athens 11528 
Greece; 30 1 72 23 670. 


October 14-16, annual meeting, Association of Mental 
Health Librarians, Philadelphia. Contact Emily Bergman, 
President, 2235 Beverly Boulevard, Los Angeles, CA 90057; 
213-483-7034, 


October 15-18, 4th International Congress on Headache, 
Sydney, Australia. Contact Conference Action Pty. Ltd., 88 
Albany Street, Crows Nest, Sydney 2065. Australia. 


October 15—20, annual meeting, American College of Sur- 
geons, Atlanta. Contact Paul A. Ebert, M.D., Director, 55 
East Erie Street, Chicago, IL 60610; 312-664-4050. 


October 16-17, annual meeting, Institute of Medicine/Na- 
tional Academy of Sciences, Washington, DC. Contact Sam- 
uel O. Thier, M.D., President, 2101 Constitution Avenue, 
NW, Washington, DC 20418; 202-334-2169. 


October 18-21, annual meeting, American Academy of Clin- 
ical Psychiatrists, St. Louis. Contact Alicta A. Munoz, Exec- 


utive Secretary, P.O. Box 3212, San Diego, CA 92103; 619- 
298-4782. 


October 18—22, 28th World Congress on Epilepsy, New 
Delhi. Contact Dr. K.S. Mani, 1 Old Vety, Hospital Road, 
Bangalore, 560004 India. 


October 19-22, annual meeting, American Academy of Psy- 
chiatry and the Law, Washington, D.C. Contact Jonas R. 
Rappeport, M.D., Medical Director, 1211 Cathedral Street, 
Baltimore, MD 21201; 301-539-0379. : 


October 21—26, annual meeting, American Academy of Pe- 
diatrics, Chicago. Contact James E. Strain, M.D., Executive 
Director, P.O. Box 927, Elk Grove Village, IL 60009-0927; 
312-288-5005. 


October 22—27, 24th World Congress on Neurology, New 
Delhi. Contact Dr. J.S. Chopra, Organizing Secretary, 1033 
Sector 24 B, Chandigarh 160 023, India. 


October 22-27, annual meeting, American Health Care As- 
sociation, New Orleans. Contact Paul R. Willging, Ph.D., 
Executive Vice-President, 1200 15th Street, N.W., 8th Floor, 
Washington, DC 20005-2899; 202-833-2050. 


October 25-29, annual meeting, American Academy for Ce- 
rebral Palsy and Developmental Medicine, San Francisco. 
Contact John A. Hinckley, Executive Director, P.O. Box 
11086, Richmond, VA 23230; 804-355-0147. 


October 26—28, annual meeting, Milton H. Erickson Foun- 
dation, Inc., Phoenix. Contact Jeffrey K. Zeig, Ph.D., 3606 
North 24th Street, Phoenix, AZ 85016; 602-956-6196. 


October 26—29, 47th annual conference, American Associa- 
tion for Marriage and Family Therapy, San Francisco. Con- 
tact AAMFT, Department C, 1717 K Street, NW, #407, 
Washington, DC 20006; 202-429-1825. 


October 26—29, annual meeting, Academy of Psychosomatic 
Medicine, Las Vegas. Contact Evelyne Hallberg, Executive 
Director, 5824 N. Magnolia, Chicago, IL 60660; 312-784- 
2025. 


October 28—November 2, annual meeting, Association of 
American Medical Colleges, Washington, DC. Contact Rob- 
ert G, Petersdorf, M.D., President, One Dupont Circle, 
N.W., Suite 200, Washington, DC 20036; 202-828-0400. 


October 29—November 3, annual meeting, Sociery for Neu- 
roscience, Phoenix, Arizona. Contact Nancy Beang, Execu- 
tive Director, 11 Dupont Circle, N.W., Suite 500, Washing- 
ton, DC 20036; 202-462-6688. 
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More Laws for Better Medicine? 


lthough common sense has always dictated to physicians as well as to ordinary 

citizens the obligation to protect potential victims by removing them from a 
dangerous situation or by warning them about the existence of a danger, it was the 
Tarasoff decision in 1974 (1) that made psychiatrists acutely aware of the potential 
liability for violent acts committed by their patients. The possibility that one might 
bear serious psychological, professional, and financial consequences in response to 
what a court of justice might consider an error of clinical judgment would provoke 
anxiety in any reasonable human being. 

The article by Appelbaum and associates, elsewhere in this issue, on the possible 
approaches to restricting psychiatrists’ liability for breach of duty to predict provides 
us with an extensive review of the existing statutes, as well as a clear presentation 
and an analysis of the APA’s resource document on the physician’s duty to take 
precautions against patient violence. 

The proposed model statute is intended to relieve some of the anxiety that was 
generated in clinicians by the Tarasoff and similar decisions. Indeed, the proposed 
modifications to the legal doctrine on the duty to warn may reduce the level of 
anxiety by clarifying the issue and limiting the conditions under which psychiatrists 
can be held liable. However, more legislation may be a high price to pay to alleviate 
that anxiety. 

The first question Appelbaum and associates try to answer is, when does the duty 
to protect potential victims arise? After stating that the physician has an inescapable 
ethical obligation to protect an endangered person, the authors suggest legislation by 
which liability for failure to protect such a person would be prohibited except under 
specified circumstances. Those circumstances amount to an actual threat, identifi- 
able victims, intent, and ability to carry out the threat. Only when those elements 
were present and the psychiatrist decided not to do whatever was necessary to 
protect the victim would liability be considered. This may well give us all a false 
sense of reassurance. What if one, two, three, or all of those essential elements were 
missing and a horrible tragedy happened because the physician, having based his or 
her judgment and decision on those elements, did not proceed with the necessary 
steps? There is, indeed, a danger that some clinicians may view those four elements 
as the only indicators to be used in assessment of dangerousness. There is also the 
possibility that courts of justice will use them as a test against which our decisions 
will be evaluated. 

The second question is, how can the duty to protect be discharged? What appears 
to be a simple, logical corollary to the ethical obligation to protect becomes, again, 
an occasion to propose that specific measures be enshrined in statutes. Psychiatrists 
who have reason to be concerned about the safety of a designated victim would have 
the choice of taking one of the following steps: warn the victim, notify law enforce- 
ment authorities, attempt to commit the patient, hospitalize the patient voluntarily, 
or take any other reasonable step, including “such reasonable precautions to prevent 
the threatened harm as would be taken by a reasonably prudent [physician] under 
the same circumstances.” One may question whether legal guidelines are needed to 
supplement what has been accepted for centuries as sound medical ethics. 

To Appelbaum and associates’ third question—what protections are provided for 
physicians who attempt to discharge their duty under the statutes?—the APA’s 
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model statute states that physicians who by doing so have disclosed confidential 
information should be given immunity. At first sight, this amounts to legalizing the 
breach of confidentiality. Once again, it is an intrusion of law into one of the most 
sacred territories of medicine, and it may, at least in theory, affect the doctor-patient 
relationship, the decision-making process, and quality of care. 

Appelbaum and associates’ position and the APA model statute illustrate well the 
trend we may have inadvertently started by requesting and even assisting legislators 
to step in further in an issue that may initially have been left to the clinical judgment 
of the therapist. The “‘codification” of certain aspects of our decision-making pro- 
cess, as self-protective as it may appear, opens the door to more unsolicited over- 
seeing and control. 

In addition, as Appelbaum and associates have aptly pointed out, there is a risk 
that some clinicians will use the recommended legal criteria, instead of broadly 
defined medical criteria, in the formulation of an opinion regarding dangerousness 
and in the formulation of a treatment plan. At a time when the debate still rages about 
what constitutes mental illness and the criteria to distinguish a potentially dangerous 
individual from a probably dangerous individual remain to be determined, it may be 
tempting to ask the legal system to provide us with a new frame of reference. At a 
time when we are challenged from the inside and the outside, when we are sued for 
treating too much and not enough, and when science fails to answer many of our 
questions; especially when it comes to help us in “predicting” the future behavior of 
an individual who may harm other people, it may indeed be tempting to opt out and 
let a written text sanctioned by the law take care of our doubts. 

It is interesting to observe from a forensic psychiatric perspective how the burden 
of responsibility for wrongdoing has gradually shifted from the doer, to the devil, to 
insanity, and now to psychiatrists. However, it may be premature for lawmakers and 
professional psychiatric associations to assume that clinical psychiatrists have al- 
ready endorsed the principle of shared responsibility concerning predetermined con- 
ditions. The time may have come to reconsider whether the marriage between law 
and psychiatry has not created a prejudice to one of the parties. 
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Statutory Approaches to Limiting Psychiatrists’ 
Liability for Their Patients’ Violent Acts 


Paul S. Appelbaum, M.D., Howard Zonana, M.D., Richard Bonnie, J.D., 
and Loren H. Roth, M.D., M.P.H. 


A consensus has developed among mental health 
professionals that the legal duty to protect potential 
victims of their patients’ violent acts, as fashioned by 
the courts, requires modification. To date, 12 states 
have responded with legislation designed to clarify and 
limit clinicians’ responsibilities. In addition, APA has 
distributed a model statute as a resource document to 
aid those psychiatrists interested in stimulating legisla- 
tive action. This paper examines existing statutes and 
the APA resource document, considers the variety of 
ways in which the goals of reform can be achieved, and 
recommends approaches that balance desires for pub- 
lic safety with the legitimate needs and concerns of the 
mental health professions. 

(Am J Psychiatry 1989; 146:821-828) 


N early a decade and a half have passed since the 
initial decision of the California Supreme Court 
in Tarasoff v. Regents of the University of California 
(1). That opinion, later modified when the case was 
reheard (2), first recognized a duty on the part of men- 
tal health professionals to protect potential victims of 
their outpatients’ violent acts. One version or another 
of a Tarasoff-like duty has since been adopted by 
courts in roughly a score of American jurisdictions (3). 

From the first, the duty to protect enunciated in 
Tarasoff has been subject to criticism from mental 
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health professionals (4). Although survey evidence sug- 
gests that most clinicians are willing to accept some 
degree of ethical obligation to pratect potential victims 
(5, 6), the vagueness and breadth of the Tarasoff-like 
legal duties have drawn considerable fire. In particular, 
attention has focused on standards governing when the 
legal duty to protect comes into play and by what 
mechanisms it can be discharged (7). 

The California Supreme Court decreed that the duty 
was triggered when a therapist ‘determines, or pursu- 
ant to the standards of his profession should deter- 
mine, that his patient presents a serious danger of vi- 
olence to another” and that the duty is discharged by 
the therapist taking whatever steps are “reasonably 
necessary” to protect the intended victim. Critics have 
focused on the lack of professional standards for de- 
termining when a patient is likely to be violent, as well 
as on the indeterminate scope of a duty for which all 
steps that are reasonably necessary must be taken. The 
latter is seen as vague and susceptible to retrospective 
bias. 

Precisely what the impact has been of Tarasoff and 
the cases that have followed its reasoning is subject to 
dispute. It has been argued that a duty to protect dis- 
courages patients from coming to therapy, or once 
there from speaking freely, for fear that their confiden- 
tiality will be breached, as it was in Tarasoff itself (4). 
In addition, it is claimed that interventions undertaken 
to protect potential victims often have little protective 
effect (8) and that fear of liability may drive therapists 
away from treating potentially violent patients (9). 
Sufficient empirical evidence to test these assertions is 
lacking. 

On the other hand, it appears clear that no court 
decision in the last generation has succeeded in so rais- 
ing the anxieties of mental health professionals. The 
ill-defined nature of the duty to protect has led to great 
confusion about clinicians’ obligations (10). Some 
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therapists appear to be overreacting in their efforts to 
protect potential victims, with others attempting to 
avoid any contact with potentially violent patients. 
This state of anxiety has been stimulated further by 
several court decisions that have imposed liability in 
situations in which most therapists would conclude 
that there was little that could have been done to pre- 
dict or prevent the violence that ensued (11). 

A consensus thus has developed among mental 
health professionals that some modification of the duty 
to protect is warranted. Although some court decisions 
have taken clinical concerns into account in structur- 
ing a restricted duty to protect (e.g., references 12—14), 
the inenta! health professions increasingly have sought 
legislative relief. Specifically, they have requested stat- 
utory limitations on liability for failure to protect pa- 
tients’ victims. California was the first to adopt such a 
statute in 1985, and 11 other states, at last count, have 
followed suit (15—26). 

Recognizing the need for careful consideration of 
prospective legislation, APA’s Council on Psychiatry 
and Law reviewed possible approaches to statutory 
limitation of the duty to protect. Its efferts, with which 
we were involved, led to the production of a model 
statute on which legislation to restrict the duty might 
be based (appendix 1). The statute, which was distrib- 
uted by APA as a resource document, does not imply 
endorsement by the organization of even a limited le- 
gal duty to protect. Rather, it is based an a recognition 
that many jurisdictions are considering statutes that 
address the duty and that an appropriate model might 
be of use in those states to mental health professionals 
and legislators alike. The goal of the drafters was to 
accommodate the widely recognized imperative for cli- 
nicians to take protective actions, while clarifying the 
scope of the duty and the means of discharging it, in a 
manner that takes into account realistic limitations on 
clinicians’ capacities to predict and prevent violent 
acts. l ' 

In this paper we discuss the possible approaches that 
might be taken to restrict liability for ‘breach of the 
duty to protect, comparing them with existing statutes 
and with the APA resource document. Our goal is to 
offer clinicians who might be considering the introduc- 
tion of such legislation in their states an overview of 
the advantages ‘and disadvantages of possible courses 
of action. We focus on the three major questions that 
any statute must address: When does the duty to pro- 
tect arise, how can the duty be discharged, and what 
protections are provided for clinicians who attempt to 
discharge their duties under the statute? 


WHEN DOES THE DUTY ARISE? 


Although some mental! health professionals would 
undoubtedly prefer to be relieved of any risk of liabil- 
' ity arising from the violent acts of their patients, few 
legislatures are likely to follow the lead of Ohio, which 
stands alone in abrogating the common-law duty to 
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protect (24)—a duty that has been recognized in some 
form by virtually every court that has confronted the 
issue. Further, as noted earlier, there is good reason to 
believe that most mental health professionals would 
agree that they have some ethical obligation to protect 
endangered persons. They might be willing to accept a 
corresponding legal duty if the boundaries of that ob- 
ligation could be clearly and reasonably defined. Thus, 
almost all legislation on the subject has aimed to clar- 
ify and restrict the duty to protect rather than to ab- 
rogate it entirely. 


Establishing a Duty 


Some statutes explicitly establish a duty to protect 
(table 1) and, in doing so, preclude further judicial 
expansion of the duty beyond the circumstances spec- 
ified in the statute. However, other statutes, as well as 
the APA resource document, take a conceptually dif- 
ferent approach: They prohibit liability except under 
the specified circumstances, without stating that a duty 
does arise when those circumstances are present. At 
first glance, the difference between a statute that cre- 
ates a duty and one that limits a duty without estab- 
lishing one might seem obscure. The latter approach, 
however, leaves open the possibility that courts that 
have not yet recognized a common-law duty to protect 
might decline to do so at all. At the least, this approach 
provides preemptive protection against judicial impo- 
sition of a broad and ill-defined duty to protect. Even 
in states, such as California, where the courts have 
already imposed a duty to protect, “permissive” lan- 
guage would allow leeway for judicial abrogation of 
the duty in the future (however unlikely that course 
might seem at present), without requiring legislative 
action. Overall, then, statutes that do not explicitly 
establish the existence of a duty to protect are prefer- 
able from clinicians’ point of view. 


Requiring an Actual Threat 


The most common mechanism for clarifying the cir- 
cumstances under which a duty to protect arises is to 
limit it to situations in which patients have made ac- 
tual threats of violence. Almost every state that has 
enacted legislation has adopted this approach, al- 
though the wording differs from jurisdiction to juris- 
diction. The APA resource document requires “an ex- 
plicit threat to kill or seriously injure”; California 
requires a “‘serious threat of physical violence”; Mon- 
tana and Utah use the language of “actual threat”; 
Colorado specifies “a serious threat of imminent phys- 
ical violence,” and Louisiana an “immediate threat,” 
thereby injecting a time dimension into the require- 
ment of a threat. Indiana has taken a different tack, 
adding as an alternative to an actual threat the addi- 
tional circumstance of a patient’s evidencing conduct 
or making statements indicating an imminent danger 
to others; although this still requires some threatening 
behavior on the patient’s part, it is a considerably 
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TABLE 1. Provisions of APA and State Statutes Regulating the Duty to Protect 





Provision APA Calif. Colo. Ind. 
Origination of duty 
Establishes duty Yes 
Actual threat Yes Yes Yes 
Identifiable victims only Yes Yes Yes 
Property threatened Yes! 
Intent and ability to act Yes 
Discharge of duty 
Warn victim or police Yes Yes 
Warn victim and police Yes Yes‘ 
Attempt to commit patient Yes Yes 
Hospitalize patient voluntarily Yes Yes 
Other reasonable steps Yes Yes — Yes” 
Protections for clinicians 
Immunity for disclosure Yes Yes Yes 
Other 
Negligent release excluded Yes Yes 


Ky. 


Yes 
Yes 


Yes 
Yes 


Yes 


La. Mass. Mion. Mont. N.H. Ohio? Utah Wash. 
Yes Yes Yess Yes Yes Yes Yes 
Yes Yes? Yes Yes Yes Yes Yes 
Yes Yes Yes Yes Yes Yes Yes 
Yes 

Yes 

Yes Yes Yes Yes Yes 

-Yes Yes 

Yes Yes® Yes 

Yes Yes Yes Yes Yes 
Yes! 





*Ohio statute precludes liability for failure to protect in all circumstances. 


Statute defines duty only for licensed psychologists. 


“Statute defines duty only for nonphysician mental health professionals. 
4Actual threat not required if patient has history of physical violence. 
“Duty applies only when destruction of property is likely to lead to serious persona! injury or death. 

‘Provisions do not apply in face of negligent failure to initiate involuntary commitment of imminently dangerous mentally ill person. 


Commitment must actually be obtained to discharge duty. 


"Duty discharged if reasonably available steps taken to prevent violence while police are summoned. 


‘Statute does not apply to involuntarily committed patients. 


broader standard than the others. Massachusetts re- 
quires an actual threat except when the patient has a 
known history of physical violence. 

The actual threat limitation is the most direct at- 
tempt to answer the objections of mental health pro- 
fessionals to Tarasoff’s requirement that they act to 
protect when they “should have known” the patient 
was dangerous. The recurrent question has been, 
“When should we have known that the patient was 
likely to be violent (given the absence of the definitive 
professional standards assumed to exist by the 
Tarasoff court)?” The new statutes respond, “Only 
when an actual threat has been made.” At least one 
court has created similar limitations on the duty to 
protect (13). The homology to the requirement for an 
“overt act” in many commitment statutes should be 
noted; there, too, this approach was taken, at least in 
part, to provide an objective evidentiary foundation 
for predictions of future dangerous behavior (27). 

Although this modification of the duty is protective 
of mental health professionals, it may arouse concern 
among those who recognize that violence might be 
foreseeable even in the absence of an explicit threat. A 
therapist who has knowledge of, or experience with, a 
patient’s previous violent behavior might identify a 
confluence of factors that have led to violence in the 
past (e.g., delusions of persecution and an increase in 
alcohol consumption). Statutory efforts to define when 
a duty arises are therefore caught on the horns of a 
dilemma. On one hand, the “should have known” stand- 
ard employed by the Tarasoff court is uncertain in 
scope and therefore potentially overinclusive because 
clinicians might make disclosures to protect themselves 
from liability even if they do not believe the patient is 
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likely to be dangerous. On the other hand, the category 
of “explicit threats” is admittedly underinclusive be- 
cause it does not cover some circumstances in which 
protective action on the part of a therapist might well 
be called for. 

This dilemma highlights the tension in drafting duty- 
to-protect statutes between a desire to be maximally 
protective of potential victims and concerns about un- 
reasonable imposition of liability and severe disruption 
of the clinical process. Given the uncertainties inherent 
in prediction of future violence (28), and the vagueness 
inherent in any open-textured phrase that might be 
used in its stead, we believe the “explicit threat” ap- 
proach is preferable. In choosing this option, however, 
we recognize that the goal of protecting the public may 
be compromised to some degree for the sake of valid 
competing interests. It should also be emphasized that 
these statutes do not preclude therapists from acting to 
protect potential victims in circumstances other than 
those involving actual threats; indeed, the APA re- 
source document and the Minnesota statute explicitly 
recognize that such circumstances might occur and ex- 
pressly permit protective action to be taken when they 
do. But in the absence of an actual threat, protective 
action is not mandatory and no liability will ensue for 
failure to act. 


Restricting the Duty to Identifiable Victims 


Tarasoff itself dealt with a situation in which the 
victim was readily identifiable by the patient’s thera- 
pists. The court limited the duty it imposed there to 
those persons who were clearly identified or identifi- 
able on a moment’s reflection (2). Most courts have 
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followed. suit, although'some have extended the duty 
to include nonidentifiable victims as long as the harm 
itself could be said to have been reasonably foreseeable 
(29, 30). The statutes enacted to date and the APA 
resource document are nearly unanimous in requiring 
that victims be identifiable. Some statutes, such as Lou- 
isiana’s, limit the duty to “‘a clearly identified victim or 
victims,” while others, such as New Hampshire’s, 
broaden it to include “a clearly identified or reason- 
ably identifiable victim or victims.” The latter term is 
similar to Tarasoff’s phrase that the person be identi- 
fiable on “a moment’s reflection.” Only Kentucky and 
Indiana take different approaches. Kentucky invokes 
the duty to protect both when victims are identifiable 
and when “‘the patient has communicated... an ac- 
tual threat of some specific violent act,” even if the 
victims are not specified. Whether Kentucky’s provi- 
sion is in fact different from the others, however, is 
unclear. 

The test case might involve a patient who threatens 
to spray Main Street with bullets and whose therapist 
does not attempt to prevent him or her from carrying 
out the plan. If the narrower statutes are construed 
according to their plain meaning, the therapist would 
be immune from liability—a paradoxical result, since 
specification by the patient of even one person who 
might be on the street at the time would have invoked 
the duty to protect. One wonders, however, whether a 
court faced with this situation would not construe the 
class of people likely to be on Main Street as a group 
of identified or reasonably identifiable victims. Al- 
though this would broaden the concept of identifia- 
bility to the point where it all but merges with fore- 
seeability, there would be a certain logic to this. 
Kentucky’s language represents a more sensible ap- 
proach to this problem, since it excludes general 
threats to the public safety (e.g., as manifested by dan- 
gerous driving behavior, which might exceed the prac- 
tical limits of predictability) but includes situations in 
which the threatened act has been specified. 

Indiana’s statute is unique in failing to require either 
identifiable victims or a specific violent act: It requires 
action if the patient “evidences conduct or makes 
statements indicating an imminent danger that the pa- 
tient will use physical violence or use other means to 
cause serious personal injury or death to others.” This 
language is disturbingly vague and likely to perpetuate 
confusion about when the duty to protect exists. 


Including Threats to Property 


The duty to protect—insofar as it focuses on the 
behavior of outpatients—has traditionally been inter- 
preted as referring to the prevention of violence to the 
person, a limitation that almost all the current statutes 
make explicit. One court, however, has applied the 
Tarasoff rationale to property destruction involving 
arson of a barn by an outpatient (31). The implicit 
rationale for the usual limitation to acts of personal 
violence would appear to be that mere destruction of 
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property does not warrant breach of therapeutic con 
fidentiality, with all the presumed harms involvec 
APA’s resource document invokes the duty when pa 
tients threaten “to destroy property under circum 
stances likely to lead to serious personal injury o 
death,” an extension consistent with the overall pur 
pose of the duty to protect. New Hampshire, however! 
goes a step further, extending the duty to “a seriou 
threat of substantial damage to real property.” Hov 
much damage is “substantial” is unclear, inviting suit 
against therapists to test the extent of this exception. 


Requiring Intent and Ability to Act 


Properly construed, the duty to protect never re 
quired therapists to take action merely because a threa 
was made. Threats that therapists deemed unlikely ti 
be acted upon did not invoke the duty to protect be 
cause no harm was foreseeable. There has been som 
confusion about this among therapists, however, wit! 
an unfortunate tendency in some cases to act first am 
think through the situation afterward (10). Some stat 
utes that actually create a duty to protect appear, b 
their wording, to exacerbate this problem. Thus, Mon 
tana’s law states that a mental health professional ha 
a duty to protect when an “actual threat of physica 
violence by specific means” is made. Unless “actual” i 
taken to mean a threat that is likely to be acted upon— 
a reading that requires some contortion of the plai 
meaning of the word—the statute would appear t 
imply that even threats that clinicians conclude are no 
likely to be acted on require some protective action. 

To avoid the problem of an overinclusive obligatior 
some states and the APA’s resource document specif 
that the patient must have “the apparent intent an 
ability to carry out the threat.” As with other prov: 
sions of duty to protect statutes, this grant of discre 
tion to clinicians is a double-edged sword. It protect 
patients and therapists from needless breach of confi 
dence or other unwarranted protective action, but onl 
by requiring the exercise of judgment in difficult cir 
cumstances that might later be challenged. Should 
clinician argue that he or she failed to take steps t 
protect a potential victim, even in the face of an ex 
plicit threat, because the clinician doubted the intent o 
ability of the patient to follow through on the threat 
the clinician’s judgment would be subjected in court t 
retrospective review by experts for each side of th 
case. Still, the requirement that some judgment be ex 
ercised seems unavoidable if automatic disclosure o 
patients’ threats is not to be endorsed. 


HOW CAN THE DUTY BE DISCHARGED? 


Narrowing and clarifying the situations in which th 
duty to protect arises would respond to only a portio 
of the criticism lodged against the doctrine. A goo. 
deal of concern has been generated by the breadth c 
the resulting duty, often characterized as requiring th 
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taking of all reasonable steps to protect potential vic- 
tims. This formulation of the duty leaves the clinician 
perpetually uncertain whether the duty has been ade- 
quately discharged. In addition, it opens the door to 
imposition of “strict” liability for having failed to pre- 
vent violence; in retrospect it will be difficult to resist 
the conclusion that whatever steps were taken by the 
clinician were inadequate because they failed to avert 
the harm and that some additional “reasonable” meas- 
ures ought to have been implemented. 

Thus, it should not be surprising that every statute to 
date (except Ohio’s, which, as noted earlier, precludes 
liability for failure to protect in all circumstances) has 
addressed these problems by specifying the measures by 
which the duty can be discharged. Except where noted 
later in this article, these measures fulfill the duty disjunc- 
tively; that is, any single measure is sufficient by itself to 
discharge the clinician’s obligation. 


Warning the Victim 


This is one of the most frequent measures employed 
by therapists to protect endangered victims; indeed, 
many clinicians misconstrue the duty to protect as be- 
ing equivalent to a duty to warn (6), perhaps because 
this was the holding of the original Tarasoff decision 
(1). That opinion was superseded by a revised opinion 
that established a broader duty to protect (2). Every 
statute (except Ohio’s unique law) permits the duty to 
be discharged at least partially in this way, although 
nearly half the laws mandate that an additional meas- 
ure—warning an appropriate law enforcement agen- 
cy—be undertaken in conjunction with it. (There is 
some irony in mental health professionals’ current sup- 
port for statutes that create a duty to warn as ex- 
pressed in the first Tarasoff decision, given the adverse 
reactions it aroused when first promulgated.) 

The statutes, with the exception of Minnesota’s, 
limit the clinician’s obligation to making “reasonable 
efforts” to contact the potential victim, recognizing 
that in some circumstances victims cannot be located. 
This seems preferable when statutes establish a con- 
junctive duty to notify law enforcement authorities but 
unduly lax when such efforts discharge the duty en- 
tirely. In the latter case, a clinician may be said to have 
discharged the duty without succeeding in notifying 
the potential victim or taking other protective meas- 
ures. The APA resource document, which contains sev- 
eral disjunctive means of discharging the duty, is better 
construed here, requiring actual notification of the po- 
tential victim. Failing that, some other means of ful- 
filling the duty to protect must be sought. 


Warning Law Enforcement Authorities 


All statutes under which a duty to protect may be 
recognized allow at least partial discharge of the duty 
by warning appropriate police agencies, although as 
noted earlier, this is frequently coupled with a require- 
ment that efforts be made to see that the potential 
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victim is also notified. Some legislatures have provided 
little guidance as to which law enforcement agencies 
should be notified, using only the term “appropriate,” 
as in Colorado, or omitting any modifier whatsoever, 
as in California. Other statutes specify the agency in 
the vicinity of the patient’s or victim’s residence. Ken- 
tucky requires notification of the local police in both 
the patient’s and the victim’s locales, since these will 
often differ. Kentucky’s statute, it will be recalled, also 
extends the duty to nonidentifiable victims when a spe- 
cific act is threatened. In that case, the duty is dis- 
charged by contacting “law enforcement authorities.” 
Oddly, several of the statutes require only “reasonable 
efforts” to contact law enforcement agencies—an 
anomaly, since it is difficult to see how even minimal 
efforts could fail. This again exemplifies the tension 
one sees in these statutes between rules that are max- 
imally protective of clinicians and those which give 
priority to protection of potential victims. 


Attempting to Commit the Patient 


Five states (Indiana, Kentucky, Massachusetts, New 
Hampshire, and Utah) and the APA resource docu- 
ment permit efforts at involuntary hospitalization to 
discharge the duty. Indiana, Massachusetts, and Utah 
ask that the clinician “seek” commitment; Kentucky 
requires only “reasonable efforts” in this direction; 
and the APA document speaks of “legally appropriate 
steps to initiate proceedings for involuntary hospital- 
ization.” In contrast, New Hampshire requires the cli- 
nician to “obtain civil commitment of the client to the 
state mental health system.” The requirement that a 
clinician only initiate commitment recognizes that pa- 
tients will frequently be transferred to other facilities 
for a decision on emergency commitment (sometimes 
called “certification” and usually in the power of des- 
ignated clinicians to effect). Not only will the original 
clinician not have the determining voice, but he or she 
may lose track of the patient once referral has taken 
place. On the other hand, a “reasonable efforts” stand- 
ard again leaves open the possibility that no action 
even minimally protective of the victim might be taken, 
yet the clinician will be deemed to have discharged the 
duty. Requiring clinicians to convey information con- 
cerning the patient’s threat to the clinician with re- 
sponsibility for deciding on emergency commitment— 
with that person then assuming responsibility for nec- 
essary protective action—could close the logical gap 
here. 

No statutes require commitment of dangerous pa- 
tients; all allow the duty to be discharged in other 
ways. A recent Federal Court of Appeals decision in a 
Tarasoff-like case similarly refused to find that psychi- 
atrists had a “duty to commit” (14). Colorado’s stat- 
ute, however, may effectively create such a duty by 
excluding from immunity the negligent failure to ini- 
tlate emergency involuntary commitment for patients 
who meet commitment criteria on the basis of danger 
to others. This would appear to undercut the 
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provisions of the statute by allowing clinicians’ judg- 
ments to be challenged retrospectively unless they have 
elected to seek commitment. 


Hospitalizing the Patient Voluntarily 


Colorado and the APA resource document recognize 
voluntary hospitalization (Colorado’s statute just 
speaks of hospitalization) as a means of discharging 
the duty to protect. Presumably, as in the case of civil 
commitment, the original clinician’s obligation does 
not recur when the patient is discharged, but transmis- 
sion of a new threat (or perhaps other evidence of 
dangerousness—see the following discussion of the ap- 
plicability of these statutes to inpatient settings) in- 
vokes a duty on the part of the inpatient therapist. To 
the extent that a brief hospitalization “launders” the 
patient’s threat, relieving both outpatient and inpatient 
clinicians of further responsibility despite the possibil- 
ity of continuing risk, this approach would not appear 
maximally protective of potential victims. But impos- 
ing a continuing obligation on an outpatient clinician 
(e.g., an emergency room psychiatrist who heard the 
threat and initiated hospitalization) who is unlikely to 
have further contact with the patient makes little sense 
either. The obligation should be transferred to the in- 
patient clinician when that person is informed of the 
original threat. 


Taking Other Reasonable Steps 


As noted, all extant statutes except Ohio’s specify 
ways in which the duty to protect can be discharged. 
The language of some statutes suggests that the list of 
options presented is an exclusive one (e.g., the Califor- 
nia statute states that “the duty shall be discharged by 
the psychotherapist making reasonable efforts to com- 
municate the threat to the victim or victims and to a 
law enforcement agency”). This suggests that other 
protective action, such as hospitalizing the patient, 
may still leave the clinician open to liability if violence 
occurs. To the extent that a statute specifies an exclu- 
sive list of measures that discharge the duty, clinicians 
can be certain whether or not they have taken legally 
sufficient measures. On the other hand, such specifica- 
tion may encourage use of only a limited repertoire of 
responses when other measures may be clinically indi- 
cated in the service of patients’ needs. For example, a 
statute that only endorses warning the potential victim 
and/or the police encourages clinicians to breach con- 
fidentiality as a first resort, although they might prefer 
to take more clinically oriented measures, such as us- 
ing psychotherapy to focus on the threat, starting med- 
ication, or even hospitalizing the patient (32). 

Even under statutes with language suggesting an ex- 
clusive list of options, it may be possible for a therapist 
to argue that some other action was taken to deal rea- 
sonably with the situation and thus that an allegation 
of negligence is unfounded. That possibility, however, 
may not be apparent to most clinicians. Some statutes 
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have more open-ended wording, more clearly suggest- 
ing that the enumerated options may not be the only 
legitimate possibilities. In addition, one statute and the 
APA resource document both indicate expressly that 
other appropriate actions may discharge the duty to 
protect. Colorado’s law accepts “other appropriate ac- 
tion including, but not limited to, hospitalizing the 
patient” as one route for discharging the duty to pro- 
tect. The APA model requires physicians to “take such 
reasonable precautions to prevent the threatened harm 
as would be taken by a reasonably prudent [physician] 
under the same circumstances” and notes that such 
“precautions include, but are not limited to, those speci- 
fied” in the statute. This may be the best way of draft- 
ing the statute, providing certainty for those therapists 
who desire to discharge their duty cleanly but making 
clear that clinicians who choose to act otherwise may 
do so, as long as their actions are justifiable under 
ordinary, professional standards. This is a departure 
from the case law in some jurisdictions, in which pro- 
tective actions taken by a therapist are judged accord- 
ing to lay standards of reasonableness (2, 30). 


WHAT PROTECTIONS ARE PROVIDED FOR 
CLINICIANS WHO ATTEMPT TO DISCHARGE THEIR 
DUTY UNDER THE STATUTE? 


Since the statutes concerning the duty to protect cre- 
ate or endorse duties that may conflict with other ob- 
ligations of therapists, including protection of patient 
confidentiality, most statutes make some attempt to 
resolve this apparent contradiction. 

The majority of current statutes provide explicit im- 
munity for disclosures designed to fulfill the duty to 
protect. Louisiana’s language is illustrative: “No lia- 
bility or cause of action shall arise against any psychol- 
ogist or psychiatrist based on an invasion of privacy or 
breach of confidentiality for any confidence disclosed 
to a third party in an effort to discharge the duty aris- 
ing under [this statute].” A difficulty with most such 
provisions is that they limit immunity to discharge of 
duties arising under the statute, meaning when an 
overt threat is made toward (almost always) an iden- 
tifiable victim. The language appears to indicate that if 
a therapist desires to breach confidentiality when he or 
she believes someone to be endangered, but no actual 
threat has been made, such disclosures would not be 
afforded immunity. This exclusion fails to advance the 
interest in protecting potential victims or in limiting 
unreasonable liability. The APA resource document 
deals with this problem by granting immunity for dis- 
closure not only when the patient has made explicit 
threats but also when the clinician “otherwise con- 
cludes that a patient is likely to” cause “serious harm 
to person or property.” (Some states may have permis- 
sive language that has the same effect in statutes that 
do not otherwise define a duty to protect [e.g., refer- 
ence 33).) 
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APPLICABILITY TO INPATIENT SETTINGS 


Colorado’s law and the APA resource document 
make explicit a significant limitation on the duty-to- 
protect statutes, excluding from coverage patients who 
are discharged from inpatient care. Minnesota simi- 
larly excludes patients who have been involuntarily 
committed. Although the rationale for these exclusions 
is unstated, liability for the behavior of inpatients sub- 
stantially predates the imposition of an outpatient duty 
to protect in Tarasoff. The two lines of cases have 
become interwoven in recent years, but there is still a 
tendency to hold inpatient clinicians to higher stand- 
ards when violence results from allegedly negligent re- 
lease. Justification may derive from several factors, in- 
cluding the belief that hospitalization affords clinicians 
greater opportunity to observe and become aware of 
the violent proclivities of their patients. The fact that 
inpatient clinicians have established actual control 
over their patients, along with an implied promise of 
effective treatment, may also contribute to the higher 
standard applied to inpatient settings. 

There are reasons intrinsic to the logic of the duty- 
to-protect statutes that might warrant disparate treat- 
ment of inpatient settings. Should clinicians be im- 
mune from liability, for example, if, having in custody 
a threatening patient with the intent and ability to 
carry out the threatened act, they discharge him or her 
but are courteous enough to warn the potential victim? 
It seems clear to us that the answer should be “No.” At 
the least, one might want to expand the situations in 
which a duty exists and alter the obligations of the 
inpatient therapist. Unfortunately, with the exception 
of Colorado and Minnesota, none of the jurisdictions 
shows any evidence of having considered whether dif- 
ferent standards might apply to inpatient settings, and 
even the two exceptional statutes fail to specify what 
those standards might be. This is an issue to which 
subsequent drafting efforts might profitably pay heed. 


CONCLUSIONS 


Legitimate concerns about the judicial characteriza- 
tion of a legal duty to protect potential victims of a 
patient’s violent acts have led psychiatrists and other 
mental health professionals to urge legislative redefi- 
nition of the duty. These efforts have already led to 
success in nearly 25% of the states. Yet, the enacted 
statutes vary greatly in the scope and effect of their 
provisions, with some being much more compatible 
with the flexibility required to provide excellent clini- 
cal care. The APA resource document embodies many 
of the most useful provisions of such statutes. Rather 
than supporting any measure that purports to restrict 
liability from the duty to protect, mental health pro- 
fessionals ought to examine proposed legislation care- 
fully, advocating the inclusion of those provisions 
which best balance the complex interests involved. 
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APPENDIX 1. American Psychiatric Association’s Model Statute on 
the Physician’s Duty to Take Precautions Against Patient Violence 


Developed by the Council on Psychiatry and Law and ap- 
proved by the Board of Trustees in June 1987, this resource 
document does not represent official APA policy but rather is 
offered as a guide to District Branches in those states in 
which case law has expanded the potential “duty to protect” 
liability of psychiatrists. 


Section __. Duty of [Physicians] to Take Precautions Against 
Patient Violence. 
1. Scope of cause of action. Except as provided in para- 
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PSYCHIATRISTS’ LIABILITY FOR PATIENTS ACTS 


graph 5, no cause of action shall lie against a [physician], nor 
shall legal liability be imposed, for breaching a duty to pre- 
vent harm to person or property caused by a patient unless a) 
the patient has communicated to the [physician] an explicit 
threat to kill or seriously injure a clearly identified or rea- 
sonably identifiable victim or victims, or to destroy property 
under circumstances likely to lead to serious personal injury 
or death, and the patient has the apparent intent and ability 
to carry out the threat; and b) the [physician] fails to take 
such reasonable precautions to prevent the threatened harm 
as would be taken by a reasonably prudent [physician] under 
the same circumstances. Reasonable precautions include, but 
are not limited to, those specified in paragraph 2. 

2. Legally sufficient precautions. Any duty owed by a 
[physician] to take reasonable precautions to prevent harm 
threatened by a patient is discharged, as a matter of law, if 
the [physician] either a) communicates the threat to any iden- 
tified victim or victims; or b) notifies a law enforcement 
agency in the vicinity where the patient or any potential 
victim resides; or c) arranges for the patiert to be hospital- 
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ized voluntarily; or d) takes legally appropriate steps to ini- 
tiate proceedings for involuntary hospitalization. 

3. Immunity for disclosure. Whenever a patient has ex- 
plicitly threatened to cause serious harm to person or prop- 
erty, or a [physician] otherwise concludes that a patient is 
likely to do so, and the [physician], for the purpose of re- 
ducing the risk of harm, discloses any confidential commu- 
nications made by or relating to the patient, no cause of 
action shall lie against the [physician] for making such dis- 
closure. 

4, Definitions. 

a. For purposes of this [section], “patient”? means any 
person with whom a [physician] has established a [physi- 
cian]-patient relationship. 

b. For purposes of this [section], [“‘physician”] means a 
person licensed to practice medicine in this state. 

5. Limited applicability of this section.This section does 
not modify any duty to take precautions to prevent harm by 
a patient that may arise if the patient is within the custodial 
responsibility of a hospital or other facility or is being dis- 
charged therefrom. 
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Seasonality and Affective Illness 


Thomas A. Wehr, M.D., and Norman E. Rosenthal, M.D. 


The authors review what has been learned about the 
causes, symptoms, and treatments of seasonal affective 
disorder and discuss its relevance to affective illness in 
general. They point out that seasonal and environmen- 
tal influences on depression have been themes in writ- 
ings on affective illness for more than 2,000 years and 
that there has been a resurgence of interest during the 
past decade. There appear to be two primary, opposite 
seasonal patterns of annual depression—winter de- 
pression and summer depression—with opposite veg- 
etative symptoms. Seasonal affective disorder is not 
uncommon. It is important to identify patients with 
winter depression because they respond to a specific 
treatment, phototherapy. 

(Am J Psychiatry 1989; 146:829-—839) 


Whoever wishes to pursue the science of medicine in a 
direct manner must first investigate the seasons of the year 
and what occurs in them. 


—Hippocrates (1, p. 2) 


uring the past decade there has been increasing 

interest in a seasonal form of affective illness 
characterized by recurrent winter depressions. This in- 
terest was stimulated by evidence that winter depres- 
sion is accompanied by a distinctive constellation of 
symptoms, including overeating, oversleeping, and 
carbohydrate craving; that it is triggered by light defi- 
ciency; and that it responds to a novel type of treat- 
ment, phototherapy (2). A recent analysis of scientific 
citations (3) identified studies of seasonal affective dis- 
order as one of the most rapidly growing areas of bio- 
medical research. In recognition of these develop- 
ments, DSM-III-R now includes seasonal subtypes of 
affective disorders. 

The end of the first decade of intensive research on 
seasonal affective disorder seems an appropriate time 
to review what has been learned about the causes, 
symptoms, and treatments of seasonal forms of affec- 
tive illness and to examine the relevance of these find- 
ings to affective illness in general. 
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In spite of the apparent novelty of seasonal affective 
disorder, there is an extensive historical record on the 
subject. The historical record, which we have re- 
viewed, is surprisingly consistent with modern obser- 
vations about seasonality. 


REGULAR SEASONAL PATTERNS OF RECURRENCE 
OF AFFECTIVE ILLNESS 


The observation that affective illness is sensitive to 
seasonal and environmental influences was central to 
ancient theories about the etiology of disease (4). Hip- 
pocrates (5) taught that “‘it is chiefly the changes of the 
seasons which produce diseases, and in the seasons the 
great changes from cold or heat” (p. 123). According 
to Roccatagliata (6), Posidonius, writing in the fourth 
century A.D., summarized the views of many ancient 
physicians with regard to affective illness when he not- 
ed that “melancholy occurs in autumn whereas mania 
in summer” (p. 143). The ancient physicians believed 
that this pattern was produced by seasonal changes in 
temperature acting on body humors. As Aristotle (7) 
explained, “Black bile... when it is overheated ... 
produces cheerfulness accompanied by song and fren- 
zy ...if it be cold beyond due measure, it produces 
groundless despondency; hence suicide by hanging 
occurs” (p. 954). 

It has long been recognized that some individuals 
regularly experience depressive episodes on an annual 
basis. These individuals appear to conform to one of 
two, opposite seasonal patterns—recurrent winter de- 
pression or recurrent summer depression. In other sea- 
sons these same individuals may be less severely de- 
pressed, euthymic, hypomanic, or manic. The idea that 
different individuals might react in opposite ways to 
the seasons was discussed in a general way by Hip- 
pocrates (5), who observed that “of constitutions some 
are well or ill adapted to summer, others are well or ill 
adapted to winter” (p. 123). However, in the early 
nineteenth century, Pinel and his student Esquirol may 
have been the first to delineate winter and summer 
subtypes of depression. Pinel (8) wrote that “maniaca! 
paroxysms ... generally begin immediately after the 
summer solstice, . . . are continued .. . during the heat 
of summer, and commonly terminate towards the de- 
cline of autumn.... The high excitement... is now 
exchanged for...a most profound melancholy” (p. 
10). He noted that an opposite pattern could occur “in 
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which the paroxysms returned upon the approach of 
winter” (p. 10). Similarly, Esquirol (9) observed that 
“there are individuals who pass the summer in a state 
of prostration or agitation; whilst in the winter they 
are in an opposite condition” (p. 32), and he described 
a number of patients with each pattern. 

To our knowledge, the earliest examples of individ- 
uals with the two, opposite seasonal pattens of affec- 
tive recurrence are from the seventeenth century. Ac- 
cording to Dewhurst (10), Ann Grenville, an English 
noblewoman, appears to have suffered for many years 
from regularly recurring winter depressions and sum- 
mer manias. Her physician wrote that “there are twin 
symptoms, which are her constant companions, mania 
and melancholy, and they succeed each other in a dou- 
ble and alternate act.” “Mania,” he observed, “breaks 
all bonds... each year during the dog days.” Accord- 
ing to Philips (11), the English poet John Milton may 
have had a type of regularly recurring summer depres- 
sion. Milton confided to an acquaintance “that his vein 
never happily flowed but from the autumnal equinoc- 
tial to the vernal, and that whatever he attempted [in 
summer] was never to his satisfaction... so that all 
the years he was about this poem [Paradise Lost], he 
may be said to have spent but half his time therein.” 

After Pinel and Esquirol, many other leading psychi- 
atrists of the nineteenth and twentieth centuries (12— 
19) published histories of patients with recurrent win- 
ter depressions and patients with recurrent summer 
depressions. Griesinger (12) noted the existence of 
“cases where regularly at one particular season—for 
example, in winter—a profound melancholia has su- 
pervened, which in spring passes into mania, which 
again in autumn gradually gives way to melancholia” 
(p. 163). Kraepelin (15) wrote that he “repeatedly 

... saw in these cases moodiness set in in autumn and 
pass over in spring” (p. 139). Kraines (16) stated that 
“in the typical cyclic case, there are two attacks in each 
year, one manic and one depressive... the onset of 
one phase tends to occur in the spring, and the oppo- 
site phase in the fall” (p. 78). Seasonal patterns of 
recurrence can also be detected in records of the lon- 
gitudinal course of recurrent affective illness published 
by various investigators who did not comment on sea- 
sonality (20). 

During the past decade there has been a resurgence 
of interest in seasonal influences on affective illness. In 
1982, Lewy et al. (21) described an individual with 
recurrent winter depression. In 1984, Rosenthal et al. 
(2) reported on their systematic investigation of a se- 
ries of patients with winter depression and delineated 
the clinical features of the syndrome. They developed 
operational criteria for the diagnosis of seasonal affec- 
tive disorder and presented evidence for its validity 
based on a distinctive course, clinical and demographic 
features, and response to a specific treatment, photo- 
therapy. This evidence has been replicated in its essen- 
tials by several other groups (22—25). Wehr et al. (26) 
systematically investigated a series of patients with 
summer depression and, in agreement with Boyce and 
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Parker (25), described symptoms that in some respect 
appear to be opposite to those of winter depressio1 
Results of other recent research (27, 28) are consister 
with these findings. Wehr et al. (20) also describe 
patients who had a combination of the two season: 
patterns with two depressions per year, one in the wir 
ter and one in the summer. 

Thase (29), Montplaisir (30), and Garvey et al. (24 
found prevalences of individuals attending clinics spe 
cializing in the treatment of recurrent depression wh 
met criteria for seasonal affective disorder of 16%, 29% 
and 38%, respectively. lf valid, these results suggest the 
many patients with seasonal affective disorder go unre: 
ognized in these settings. Correct diagnosis could be in 
portant because of the treatment implications: patien 
with winter depression respond to phototherapy. 

There is as yet little evidence concerning the prevé 
lence of seasonal affective disorder in the general pop 
ulation. Recently, Kasper et al. (27) used structure 
telephone interviews to survey a representative samp! 
of the general population of Montgomery Count 
Md., a suburb of Washington, D.C. Their results sus 
gest that about 5% of this sample experienced season: 
symptoms of depression that were as severe as thos 
experienced by patients enrolled in a seasonal depres 
sion clinic. 

There appears to be a spectrum of severity of sez 
sonal episodes. At one extreme an individual’s depres 
sions Or manias may be so severe as to require hospi 
talization (20). On the other hand, many individual 
who neither meet criteria for major affective disorde 
nor seek treatment for their symptoms appear to expe 
rience mild seasonal mood swings that interfere wit 
their productivity and well-being (15, 17, 25-28 
These individuals with subsyndromal winter depre: 
sions merit attention because they seem to benefit fror 
phototherapy (31). 

The evidence that has been cited so far to suppor 
the concept of two, opposite seasonal subtypes of de 
pression emerged from studies of clinical groups i 
which selection biases and observer biases may nc 
have been controlled. To confirm the validity of thes 
subtypes, epidemiologic studies are required. In th: 
regard, in their Montgomery County survey, Kasper « 
al. (27) confirmed previous clinical impressions b 
finding that individuals who experience regular sez 
sonal recurrences of depressive symptoms exhibit e 
ther winter or summer patterns. Other investigato: 
(28; unpublished 1989 paper of Rosen et al.) obtaine 
similar results when questionnaires were mailed or ac 
ministered to representative samples of the gener: 
population of four East Coast U.S. cities. Similar re 
sults were also obtained in an Australian survey (25 

Thus, the classical psychiatric literature, recent ir 
vestigations of clinical groups, and surveys of the ger 
eral population all suggest that some depressions ca 
regularly recur on an annual basis and that these ar 
nual depressions usually exhibit one of two opposit 
seasonal patterns, a summer type and a winter typ: 
Although these findings have been rather consistent t 
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FIGURE 1. Month of Onset of Depression in Patients With (N=40) 
or Without (N=274) Seasonal Affective Disorder (SAD)? 
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“The group with seasonal affective disorder consisted of 20 patients 
with summer depression and 20 patients with winter depression 
(26). The diagram shows the number of patients whose depressions 
typically began during each month. The group without seasonal 
affective disorder consisted of patients with endogenous or involu- 
tional depression reported by Angst et al. (32). The diagram shows 
the number of episodes that began during each month. 


date, they need to be confirmed in more rigorous and 
more extensive epidemiologic studies. 


CONTRASTS BETWEEN SUMMER DEPRESSION AND 
WINTER DEPRESSION 


In the Washington, D.C., area, winter depressions 
usually begin in November and end in March, and 
summer depressions usually begin in May and end in 
September (2, 20, 26) (figure 1). In addition to their 
opposite times of occurrence, the two types of depres- 
sion appear to have opposite types of symptoms. In 
1984, Rosenthal et al. (2) noted that patients with win- 
ter depression often experienced “atypical” depressive 
symptoms, such as oversleeping, overeating, carbohy- 
drate craving, and weight gain. Subsequently, Wirz- 
Justice et al. (22), Thompson and Isaacs (23), and 
Garvey et al. (24) reported similar findings. In 1988, in 
a survey based on questionnaires sent by mail, Boyce 
and Parker (25) also confirmed the finding of atypical 
symptoms in individuals who regularly experienced 
depressive symptoms in the winter, and they reported 
a trend for typical or endogenous symptoms, such as 
insomnia and loss of appetite and weight, in individu- 
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FIGURE 2. Seasonal Changes in Mood, Sleep Duration, and Weight 
in Patients With Seasonal Affective Disorder (N=40) and in a Ran- 
dom Sample of the Population of New York City (N=212)? 
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“The group with seasonal affective disorder consisted of 20 patients 
with summer depression and 20 patients with winter depression 
(26) (the same patients shown in figure 1). The group without 
seasonal affective disorder was a randomly selected sample of the 
population of New York City studied by Terman (28). The graph 
shows for each month the relative proportion of individuals in each 
group experiencing changes in mood (percent elevated minus per- 
cent depressed), sleep duration (percent increased minus percent 
decreased), and weight (percent increased minus percent de- 
creased). The bimodal winter and summer troughs in the mood 
graph are due to an increase in the number of individuals who were 
depressed at these times of the year. The unimodal patterns of the 
weight and sleep graphs are due to the fact that relatively more 
individuals gain weight and sleep more in the winter. 


als who regularly experienced depressive symptoms in 
the summer. Wehr et al. (26) found similar differences 
between winter and summer depressions in a study in 
which they used structured diagnostic interviews and 
clinical rating scales to evaluate clinical features of de- 
pression prospectively in 20 individuals with winter 
depression and 20 individuals with summer depres- 
sion. In addition, many of their patients with summer 
depression, unlike those with winter depression, had 
coexisting lifetime diagnoses of anxiety disorders. 

Although the vegetative changes in summer and 
winter depressions are often opposite, their evolution 
through the cycle of the year is parallel. Both groups of 
patients sleep more and gain weight in winter and sleep 
less and lose weight in summer. In fact, similar changes 
through the year have been described in a random 
sample of the general population (28) (figure 2). 

The contrasting clinical pictures of summer and win- 
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ter depressions are reminiscent of the contrasting pic- 
tures in dichotomous classifications of depression, 
such as endogenous versus reactive, psychotic versus 
neurotic, and typical versus atypical (V type) (33). 
These subtypes represent contrasting syndromes with 
increased sleep versus decreased sleep and weight gain 
versus weight loss. Many studies (26) found that in- 
creased sleep was associated with weight gain and de- 
creased sleep with weight loss, as was found in winter 
depression and summer depression. 

Winter depression appears to be precipitated by 
light deficiency and responds to treatment with light 
(2, 21-23, 28, 31, 34—51). The cause of summer de- 
pression is not firmly established, but anecdotal re- 
ports and results of preliminary experiments (20, 26) 
point to heat as one possible triggering factor. Our 
clinical observations suggest that winter depressions 
are longer and more severe at high latitudes (2) but 
that summer depressions are longer and more severe at 
low latitudes (20). Furthermore, results of a recent 
three-center study (unpublished 1989 paper of Rosen 
et al.) suggest that the ratio of patients with winter 
depression to patients with summer depression in- 
creases with increasing latitude. 


SENSITIVITY TO THE PHYSICAL ENVIRONMENT: 
IMPLICATIONS FOR TREATMENT 


Observations that season and latitude can influence 
the course of affective illness have two important im- 
plications. First, changes in the physical environment 
may precipitate affective episodes. Second, modifica- 
tions of the physical environment might be used to 
treat affective episodes. In previous eras, many physi- 
cians recognized these implications and devised envi- 
ronmental treatments for their patients. One approach 
was “climatotherapy,” which involved traveling to a 
different latitude and climate. For example, Esquirol 
(9) successfully treated a patient’s winter depression by 
suggesting that he “be in Italy before the close of Oc- 
tober, from whence you must not return until the 
month of May” (p. 226). 

Since the time of Hippocrates (52), physicians have 
suggested manipulating specific climatic factors to 
treat particular patterns of depression. Most focused 
on temperature, believing, like Aristotle, that heat el- 
evates mood. For example, Esquirol (9) wrote that 
“heat, like cold, acts upon the insane, with this differ- 
ence, that the continuance of warmth augments the 
excitement, while cold prolongs the depression” (p. 31). 

An opposite opinion was held by Soranus and Cae- 
lius Aurelianus and other physicians of the “Solidist” 
school (53), who argued that “mania is aggravated and 
intensified ...by cooling remedies” {p. 29), and 
Kraepelin (54) appears to have ea with this view. 
In preliminary studies, Wehr et al. (20, 26) reported 
that exposure to cold improved summer - depression i in 
some patients and that exposure to heat induced de- 
pressive symptoms. 
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The idea that light and darkness can influence de- 
pression also has ancient origins. Greek and Roman 
physicians conceived of depression as a kind of inter- 
nal darkness (4). In the second century, Galen, citing 
Hippocrates, wrote that “the color of the black humor 
induces fear when its darkness throws a shadow over 
the area of thought...as external darkness renders 
almost all persons fearful” (4, p. 42). This idea was 
still in vogue 1,400 years later when Thomas Willis 
wrote that the animal spirits “become in melancholy 
obscure, thick, and dark, so that they represent the 
images of things, as it were, in a shadow or covered 
with darkness” (4, p. 111). 

Remarkably, light was used to treat depression and 
lethargy nearly 2,000 years ago. In the second century, 
Aretaeus (SS) wrote that “‘lethargics are to be laid in 
the light, and exposed to the rays of the sun (for the 
disease is gloom)” (p. 387), and Caelius Aurelianus 
(56) specified that the light must be applied to the eyes 
to be effective. Wehr et al. (45) recently confirmed the 
latter in an experiment. “This light,” said Caelius Au- 
relianus (56), “may be a lamplight or daylight but 
should be skillfully arranged, so that... it will cover 
only the patient’s face” (p. 42). 

In the modern era, journeys to polar regions led to 
new insights about a possible connection between light 
deficiency and depression. Jefferson (57) cited 1. Cam- 
eron in stating that Frederick Cook, a ship’s physician, 
recorded that members of an 1898 Antarctic expedi- 
tion were afflicted with “langour” during the winter 
darkness and that “bright artificial lights relieve this to 
some extent.” To our knowledge, the first report of 
phototherapy of winter depression in a medical journal 
was written by Marx in 1946 (34). Marx described 
episodes of recurrent winter depression among soldiers 
in northern Scandinavia and reported that he success- 
fully treated them with light. He speculated that the 
condition was due to hypophyseal insufficiency caused 
by light deprivation and that the therapeutic effects of 
light were mediated by retinohypophyseal pathways. 

A patient who suffered from regularly recurring win- 
ter depressions played an important role as a catalyst 
of modern phototherapy research. He thought that 
seasonal changes in light might be responsible for his 
mood swings. When he learned of the research on hu- 
man melatonin at the National Institute of Mental 
Health (NIMH) (58), he consulted the researchers 
about his illness. Animal researchers (59—61) had al- 
ready demonstrated that light triggers seasonal 
changes in reproduction and that its effects are medi- 
ated by suppression of pineal melatonin secretion. Be- 
cause the NIMH group had shown that human mela- 
tonin secretion could be suppressed by bright light (58) 
and had speculated that light acting on seasonal pho- 
toperiodic mechanisms might have antidepressant et- 
fects (62, 63), Lewy et al. (58) proposed to the pa- 
tient that they treat his winter depression with bright 
light. He was treated during the winter and improved 
(21). In that same winter, Mueller, whom the patient 
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had consulted, also successfully treated a patient with 
light (2, 36). 

In 1984, Rosenthal et al. (2) reported controlled tri- 
als of phototherapy of winter depression conducted in 
1982. These trials used sham treatments, blind raters, 
and balanced randomization crossover designs and 
showed that bright light was an effective antidepres- 
sant in most patients. Subsequently, investigators at 15 
different research centers in the United States and Eu- 
rope conducted similar trials and replicated these find- 
ings. These studies have revealed a great deal about 
effective phototherapy. 


LIGHT THERAPY OF WINTER DEPRESSION 


A recent review by Rosenthal et al. (64) of con- 
trolled studies of phototherapy found that these stud- 
ies demonstrated that bright light is a rapid and effec- 
tive treatment for winter depression (2, 22, 23, 35, 37— 
39, 41-49, 51). Using treatment response criteria of a 
50% reduction in Hamilton depression rating scores 
and a final score of less than 8, Terman et al. (51) 
noted that 40%—50% of patients improved after a 
week of treatment with bright light. According to the 
studies, relapse occurs equally rapidly after treatment 
is discontinued. Only about 10% of patients respond 
to light of lower intensity, which has been used as a 
control treatment in a number of the studies. 

Investigators have evaluated the importance of sev- 
eral characteristics of phototherapy, including its in- 
tensity, duration, timing, spectral qualities, and ana- 
tomical route of administration. 

The intensity of light appears to influence patients’ 
responses to phototherapy. In crossover studies with 
blind raters, Rosenthal et al. (2, 35) established that 
bright light treatment (2,500 lux) is significantly supe- 
rior to dim light treatment (300 lux or less), and this 
finding has been replicated by several other groups 
(22, 42, 43, 49). Recently, Terman (28) showed that 
10,000 lux is significantly superior to 2,500 lux and is 
effective when used for only 30 minutes per day. 

The results of some studies suggest that the response 
to phototherapy is proportional to its total daily du- 
ration. Wirz-Justice et al. (46) found that 2 hours of 
light treatment were superior to half an hour, and Ter- 
man et al. (51) found that 4 hours were superior to 2 
and that 2 hours were superior to 1. In comparisons 
among studies (37, 39, 41, 43, 45, 51), the patients 
who failed to improve after evening phototherapy had 
received the shortest durations of treatment. On the 
other hand, Lewy et al. (39) found no difference be- 
tween 2 hours and half an hour of treatment. In the 
previously mentioned study of Terman (28), half an 
hour of 10,000 lux exposure was as effective as 2 
hours of 2,500 lux, suggesting that there may be a 
reciprocal interaction of duration and intensity in pa- 
tients’ responses to phototherapy. Brief, high-intensity 
light treatments are much easier to schedule than the 
longer, dimmer light treatments that have been used in 
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most studies. If such treatments prove to be safe and 
effective, phototherapy could become more convenient 
and practical. 

It is unclear how important it is to treat patients 
with seasonal affective disorder at a particular time of . 
day. Several investigators (39, 41, 47, 51) found that 
morning treatments were superior to evening treat- 
ments, and Terman et al., in a cross-center analysis 
(28), concluded that adding evening to morning light 
treatment did not improve etficacy. However, Hellek- 
son et al. (37), Yerevanian et al. (38), and Wirz-Justice 
et al. (50) found no difference between morning and 
evening treatments, and there is considerable evidence 
that treatments are effective when they are adminis- 
tered in the morning (22, 37, 39, 41, 48, 51; unpub- 
lished paper of Avery et al.), the evening (37, 43, 45, 
51), the morning plus the evening (2, 22, 23, 35, 37, 
38, 41, 42), or during daylight hours (44, 48, 49). 
Thus, the timing of treatments does not appear to be 
critical for most patients, although morning treatments 
appear to be relatively more effective than evening 
treatments, and some patients respond only to morn- 
ing treatments (51). 

Only one controlled study has specifically addressed 
the question of the anatomical route through which 
light exerts its antidepressant effects. Wehr et al. (45) 
compared the effects of skin versus eye exposure to 
light in 10 patients with winter depression and found 
eye exposure to be significantly more effective. 

So far, little is known about which wavelengths of 
light are responsible for its antidepressant effect. Most 
investigators have used full-spectrum fluorescent light 
in their studies. These lights resemble other fluorescent 
lights but have more blue and near-ultraviolet light 
and less yellow and green light. However, results of 
three separate studies (39, 51; unpublished 1989 paper 
of Frank et al.) indicate that light need not contain 
ultraviolet rays to be effective. In view of the potential 
toxicity of ultraviolet light, this is an important find- 
ing. However, since one group (unpublished 1989 pa- 
per of Frank et al.) found that ultraviolet light ap- 
peared to be necessary for amelioration of a specific 
subset of depressive symptoms, the issue deserves fur- 
ther study. 

As with any other treatment, it is important to con- 
trol for the placebo effect in studies of phototherapy. 
However, since phototherapy cannot be concealed 
from the patient, it may never be possible to do so 
effectively. An important element of the placebo effect 
is the patient’s expectations before treatment. Investi- 
gators have attempted to deal with this problem by 
devising plausible control treatments and evaluating 
expectations of both active and control treatments (37, 
39, 43). Control treatments have included light sources 
of different intensities (2, 22, 35, 42, 43, 45, 49} and 
spectra (2, 421, light administered at different times of 
day (23, 37-39, 41, 44, 50, 51; unpublished paper of 
Avery et al.) and for different durations (22, 41, 49), 
and light presented in different ways to the patient, for 
example, to the skin as opposed to the eyes (45). Not- 
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withstanding all of these efforts, however, it is unlikely 
that the problem of the placebo effect has been defin- 
itively addressed in any of the studies (45). The same 
can be said of many studies of drug treatment of de- 
pression (65). 

Taken together, these findings suggest guidelines for 
phototherapy of winter depression. Patients’ eyes 
should be exposed to diffused visible light. The light 
should be sufficiently intense and the treatments sufh- 
ciently long (e.g., 2,500 lux for at least 2 hours). Treat- 
ments should be administered every day throughout 
the seasonal period of risk. Morning treatments are 
preferable, although evening treatments may also be 
effective in many cases. 

O’Rourke et al. (personal communication) found 
that winter depression responded to treatment with 
d-fenfluramine. Our clinical experience leads us to be- 
lieve that patients with seasonal affective disorder can 
be treated successfully with conventional antidepres- 
sant drugs. Furthermore, drugs and phototherapy ap- 
pear to be synergistic in their effects. 


THE MECHANISM OF LIGHT THERAPY 


Three hypotheses have been advanced to explain the 
antidepressant effects of phototherapy: the melatonin 
hypothesis, the circadian rhythm phase shift hypothe- 
sis, and the circadian rhythm amplitude hypothesis. All 
three hypotheses involve effects of light on different 
characteristics of circadian rhythms. 

According to the melatonin hypothesis (2, 44), 
which was inspired by animal studies of seasonal 
rhythms (59-61), changes in the length of the day 
(photoperiod) trigger winter depression by modifying 
the pattern of nocturnal melatonin secretion, which 
acts as a chemical signal of darkness. According to this 
model, phototherapy should be effective only when it 
is administered before dawn or after dusk, thus inter- 
rupting the long winter night and abbreviating the 
phase of active melatonin secretion. Phototherapy 
should be ineffective when it is administered after 
dawn and before dusk, leaving the photoperiod and 
the pattern of melatonin secretion unchanged. 

Experimental evidence does not provide strong sup- 
port for the melatonin hypothesis. Light administered 
during daylight hours is an effective antidepressant 
even though it does not extend the photoperiod and 
does not modify the pattern of nocturnal melatonin 
secretion (44, 48). Restoring high plasma levels of mel- 
atonin during light treatments by administering mela- 
tonin to individuals who have responded to photother- 
apy only partially reverses the antidepressant effect of 
light (66). Finally, atenolol, a B-adrenergic antagonist 
drug that, like light, suppresses melatonin secretion, 
does not clearly improve winter depression in most 
patients (67). 

According to the circadian rhythm phase shift hy- 
pothesis, winter depression occurs when the circadian 
rhythm phases become abnormally delayed relative to 
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sleep because dawn comes later. Since morning light 
advances and evening light delays the phase position of 
circadian rhythms, morning light should improve win- 
ter depression and evening light should have the op- 
posite effect. In support of this hypothesis, Lewy et al. 
(39) published evidence that 1) the circadian rhythm 
phase in melatonin secretion is abnormally delayed in 
patients with winter depression, 2) morning light ad- 
vances and evening light delays phase position, and 3) 
morning light is a more effective treatment than eve- 
ning light. The last finding is also supported by results 
of Terman et al. (41) and unpublished results of Avery 
et al. However, some investigators (37, 51) have failed 
to show a significantly superior effect of morning ver- 
sus evening light, abnormally phase-delayed circadian 
rhythms, or a phase-shifting effect of phototherapy in 
winter depression (68). Furthermore, other investiga- 
tors (37, 43, 45, 51) have shown that phototherapy ad- 
ministered in the evening, which ought to worsen depres- 
sion according to the hypothesis, improves it instead. 
Nevertheless, the hypothesis continues to receive some 
support, and it appears to deserve further investigation. 
According to the circadian rhythm amplitude hy- 
pothesis, winter depression is caused by a reduction in 
the amplitude of circadian rhythms and phototherapy 
improves winter depression by increasing the ampli- 
tude of circadian rhythms (69). Light influences the 
amplitude of circadian rhythms, and, as with phase 
resetting, the timing of its administration determines 
the magnitude and direction of its effect (69). Since 
light in the middle of the day increases circadian 
rhythm amplitude and light in the middle of the night 
decreases amplitude, light in the middle of the day 
ought to restore a normal amplitude and improve win- 
ter depression. Consistent with this hypothesis, there is 
considerable evidence that amplitudes of circadian 
rhythms are abnormally low in depression in general 
(69), and there is some evidence that they are low in winter 
depression in particular (68). However, the amplitude hy- 
pothesis has not yet been tested in an experiment. 


SEASONAL INFLUENCES ON AFFECTIVE ILLNESS 
IN GENERAL 


Epidemiologic and clinical studies suggest that two 
different seasonal influences may operate on several 
phenomena relevant to affective disorders—suicide 
rates (70-72), onset of affective episodes (16, 18, 32, 
72-76), first visits to a physician for treatment of de- 
pression (77-79), first prescriptions of antidepressant 
medications (77, 79-81), time lags for antidepressant 
response (82), rates of placebo response to antidepres- 
sants (28), hospital admissions for depression (83-88; 
however, see 89—91), and ECT (84) (see figure 3). For 
all these phenomena, most studies find two seasonal 
peaks, one in spring and one in fall. 

Data on suicide are extensive and have been well 
reviewed elsewhere (70, 71). Most studies consistently 
found an increase in suicides in the late spring and 
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FIGURE 3. Monthly Rates of Onset and Treatment of Depressive 
Episodes Reported in the Literature" 
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early summer. About one-third of the studies also 
found a second, smaller peak in the fall and early win- 
ter. Thus, the times of the year when summer depres- 
sion and winter depression begin correspond to the 
times of the year when the risk for suicide in the gen- 
eral population is greatest. 

A number of investigators have studied seasonal pat- 
terns in the onset of episodes of depression in patients 
with affective disorders not specifically identified as 
seasonal affective disorder. Most found robust sea- 
sonal patterns in the onset of depressive episodes with 
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both spring peaks (as in the onset of summer depres- 
sion) and fall peaks (as in the onset of winter depres- 
sion) (figures 1 and 3). We found eight studies that 
examined month of onset of depressive episodes in a 
total of 11 patient groups. Data for some manic epi- 
sodes may have been combined with data for depres- 
sive episodes for bipolar patients in one study (32) and 
for unipolar plus bipolar patients in another (72). Al- 
together, 4,667 episodes in approximately 2,400 pa- 
tients were investigated. In each study, investigators 
found a spring peak in March (16, 18, 73), April (32, 
74), or May (32, 72, 75, 76) and a fall peak in Sep- 
tember (16, 72), October (18, 32, 75), or November 
(73, 74). One study (76) found a winter peak in Jan- 
uary; also see (19). In one study (32) the average du- 
ration of depressive episodes was similar to that ob- 
served in seasonal affective disorder (figure 1). 

Summer and winter depressions in patients with sea- 
sonal affective disorder begin in the spring and fall, 
respectively. In the studies cited the seasonal patterns 
of onset of depression are not precisely identical, but 
they appear to be rather similar to those in seasonal 
affective disorder (figures 1 and 3). How might this 
similarity be explained? 

Since seasonal affective disorder has been reported 
to occur in between 16% and 38% of patients with 
recurrent depression (24, 28, 29), it is possible that the 
seasonal pattern observed in patients with general af- 
fective disturbances represents the behavior of sub- 
groups of patients with seasonal affective disorder. The 
times of onset of seasonal affective disorder (both win- 
ter and summer types) correspond fairly well to the 
seasonal patterns of onset found in studies of patients 
with depressive disorders not identified as seasonal af- 
fective disorder (figures 1 and 3). Further, in one of 
these studies (32), the mean duration of depressive ep- 
isodes resembled that found in seasonal affective dis- 
order (figure 1). 

An alternative explanation is that even in patients 
whose affective episodes are not predictably seasonal, 
there is a seasonal variation in affective vulnerability. 
Thus, they are more likely to experience depressions at 
certain times of the year under the influence of certain 
climatic variables. Fifty years ago, Slater (72) reviewed 
the patterns of recurrence of illness in affective patients 
diagnosed by Kraepelin and. observed a tendency for 
affective episodes to occur at the same time of the year 
for the same individuals. Unfortunately, this promising 
line of investigation has not been pursued further. 

As we have noted, the clinical pictures of regular 
summer and winter depressions are reminiscent of 
endogenous and atypical subtypes described in groups 
of patients with depressive disorders. Such observa- 
tions might be compatible with reports from Ontario 
by Eastwood and Peacocke (84) and Eastwood and 
Stiasny (88), who found that hospital admissions for 
endogenous and neurotic depression peaked in spring 
and fall, respectively, and that the administration of 
ECT treatments occurred most commonly in spring. 

One of the implications of many of the cited studies 
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is that the occurrence of depressive episodes in patients 
without seasonal affective disorder may be influenced 
to a certain extent by the same environmental factors 
that appear to be responsible for the recurrences of 
episodes in patients with seasonal affective disorder. 
This interpretation raises the possibility that manipu- 
lations of the physical environment might prove to be 
more generally useful as treatments for affective illness. 
In this regard, a few reports (92—95) have suggested 
that depressions not specifically identified as seasonal 
may respond to phototherapy. However, these reports 
are preliminary, and the question needs to be investi- 
gated further. 


POSSIBLE IMPLICATIONS OF SEASONALITY 


The seasonality of some forms of affective illness 
and their sensitivity to environmental factors may be 
clues to the nature’ of affective illness: it might be a 
disorder of systems that mediate the organism’s adap- 
tations to changes in the physical environment. 

Consistent with this hypothesis is that fact that, as 
Lange observed 60 years ago (96), many animals, in 
their normal adaptations to changes in the physical 
environment, exhibit behavioral and physiological ad- 
justments that are similar in kind and degree to those 
exhibited by manic and depressed patients. For exam- 
ple, at different times of the year animals eat more or 
less, gain or lose weight, become active or lethargic, 
sleep more or less, become more or less interested in 
sex, and interact more or less with their physical and 
social environment (59-61). 

There are also many parallels between the time 
course of these changes in animals and the time course 
of changes in patients with affective disorders. Both 
sets of changes are reversible and recurrent and may 
recur episodically or cyclically. Cyclic recurrences can 
be synchronized with seasonal cycles in the environ- 
ment or can become independent of seasonal cycles 
(for example, when animals are removed from their 
natural environment) (97). Both sets of changes can be 
precipitated, sometimes quite rapidly, by changes in 
environmental factors such as light and temperature. 

These changes in animals should not be taken too 
literally as models of affective illness, but we believe 
that an understanding of their biological function 
might help to explain the nature of affective illness. In 
spite of their diversity, many of these changes in ani- 
mals can be understood as strategies for managing the 
energy economy of the organism in the face of chang- 
ing external challenges to energy balance (98). Envi- 
ronmental factors that affect the energy economy of 
animals most directly are the availability of food and 
the ambient temperature. Some of the variations in 
these factors are associated with daily and seasonal 
cycles in the environment and are therefore predict- 
able. As an adaptation to these predictable changes, 
animals have evolved circadian and seasonal rhythms 
that program changes in energy balance in such a way 


836 


as to anticipate changes connected with environmental 
cycles and to maximize the efficiency of energy use 
(99). These rhythms are synchronized with corre- 
sponding cycles in the environment by changes in am- 
bient light and other factors. 

The hypothalamus is the focal point of a neural net- 
work that integrates the actions of energy balance 
mechanisms and coordinates them with changes in the 
environment. Through nerves and humoral factors, the 
hypothalamus monitors and regulates exposure to ex- 
ternal factors such as light, temperature, and nutrients 
that affect energy balance. The hypothalamus also 
monitors and regulates physiological systems and be- 
haviors that help to control energy balance, such as 
appetite, metabolism, weight, physical activity, the 
drive to interact with the physical and social environ- 
ment, sleep, and body temperature. The autonomic 
nervous system, the hypothalamic-pituitary-adrenal 
axis, and the hypothalamic-pituitary-thyroid axis, all 
of which have been implicated in affective illness, are 
important mediators of energy homeostasis (100). The 
hypothalamus also regulates and coordinates the tim- 
ing of changes in these factors through pacemakers 
that generate daily and seasonal rhythms (62, 99). If 
affective illness is a disorder of the network of physi- 
ological systems that regulates energy balance, then it 
is probably these structures which are affected. 

In certain animals, light can regulate activity and 


sleep in ways that resemble the effects of phototherapy 


on winter depression. When diurnal animals live in 
constant light, increasing the intensity of the light 
causes them, like patients with winter depression when 
they are treated with phototherapy, to sleep less and 
become more active (101). These effects of light on 
animals are mediated by retinohypothalamic pathways 
that modify the behavior of the hypothalamic pace- 
maker that controls daily cycles in activity and sleep. 
Homologous neural mechanisms appear to be present 
in the human brain, and they might mediate the effects 
of phototherapy on activity and sleep in patients with 
seasonal affective disorder. 


CONCLUSIONS 


To the modern psychiatrist, recent reports about the 
influence of seasons and the physical environment on 
affective illness might appear novel and relevant only 
to a few, unusual patients. However, for 2,400 years 
seasonal and environmental influences have been en- 
during themies in writings on depression and mania 
and have played a significant role in theories of patho- 
genesis and treatment. This historical.record is consis- 
tent with modern observations about seasonality. 

Modern psychiatrists seem to be much less aware 
than their predecessors of the seasonality of affective 
illness and its implications regarding environmental 
causes. Ironically, one version of the widely used 
Hamilton Rating Scale for Depression (102) contains 
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instructions to rate patients as lacking insight into their 
illness if they attribute their depression to climate. 

Modern psychiatrists’ lack of interest in seasonality 
could be attributed to several factors. First, theories 
play an important role in medicine, and the ancient 
humoral theory that emphasized seasonal influences 
on disease has fallen into disfavor. Second, theories of 
seasonality were replaced long ago by psychological 
and biological theories that emphasize internal men- 
tal and biochemical processes, respectively. These the- 
ories dominated psychiatric thinking for most of this 
century. Third, during the past several hundred years 
belief in the idea of progress has increasingly altered 
the way we view the world, causing a cultural shift 
away from a cyclical to a linear perception of time 
(103). For this reason, modern psychiatrists and pa- 
tients may be more likely than their predecessors to 
perceive affective recurrences as a succession of unique 
events rather than a seasonal cycle of events. Fourth, 
although Kraepelin (15) made an enormous contribu- 
tion in classifying mental illness according to longitu- 
dinal course and separating the recurrent mood disor- 
ders from schizophrenia, he took a different view of 
such an approach within the mood disorders them- 
selves, noting that all attempts to classify subtypes of 
affective illness on the basis of their course “must of 
necessity wreck on the irregularity of the disease” (p. 
139). The usefulness of separating patients with sea- 
sonal recurrences because of their responsiveness to 
phototherapy suggests that Kraepelin may have been 
incorrect in this regard. Finally, modern treatments of 
affective illness may have altered its course (104, 105), 
thereby obscuring seasonal influences. 

Seasonal influences on depression and mania appear 
to merit the attention of psychiatrists who treat affec- 
tive disorders. Seasonal affective disorder does not ap- 
pear to be uncommon in the general population and in 
clinics specializing in the treatment of affective disor- 
ders. Furthermore, factors that trigger summer and 
winter depressions might also be risk factors for sui- 
cide and depression. 

Clearly, there is a need for further research on these 
issues. The renewal of interest in the seasonality of 
affective illness has already led to an effective non- 
pharmacological treatment, phototherapy, and it 
seems likely to provide further insights into the nature 
and causes of the illness. 
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Alternatives to Lithium 
for Preventive Treatment of Bipolar Disorder 


Robert F. Prien, Ph.D., and Alan J. Gelenberg, M.D. 


The authors review the research literature on drug 
treatment for the prevention of recurrences in bipolar 
disorder, emphasizing the available alternatives to lith- 
ium therapy. They discuss the need for alternative 
treatments and the current status of promising agents. 
Carbamazepine receives special attention because of its 
status as the most promising backup treatment for lith- 
ium. The authors conclude that despite the extensive 
literature on carbamazepine, there is strong need for 
carefully designed, prospective, double-blind studies to 
establish the efficacy of carbamazepine alone and in 
combination with lithium as a prophylactic treatment 
for bipolar disorder. Difficulties in developing and 
evaluating preventive maintenance are discussed., 

(Am J Psychiatry 1989; 146:840-848) 


he discovery of the effectiveness of lithium in 

modifying the long-term course of bipolar disor- 
der constitutes one of the major advances in psychia- 
try. Lithium has been literally a lifesaving treatment 
for many bipolar patients. A 1979 study on bipolar 
disorder sponsored by the U.S. Public Health Service 
(1) estimates that without treatment the average 
woman experiencing onset of a bipolar disorder at age 
25 has a life span 9 years shorter than a 25-year-old 
woman without the disorder. The report suggests that 
with adequate treatment (defined as lithium therapy 
combined with health education about the illness and 
drug), the 25-year-old woman would recoup 61⁄2 years 
of life and show substantial improvement in such life 
activities as work, school, and childrearing. Despite 
these promising projections, bipolar disorder contin- 
ues to constitute a serious public health problem. The 
National Institute of Mental Health epidemiological 
catchment area study (2) estimates that 0.8% of the 
adult population in the United States suffers from bi- 
polar I disorder (i.e., a history of depression and at 
least one manic episode). Had the definition of bipolar 
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disorder included bipolar IH disorder (i.e., a history of 
hypomania and depression but no mania), the preva- 
lence of bipolar illness would have been considerably 
higher. Also, patients with bipolar disorder are at high 
risk for recurrence; a conservative estimate is that over 
80% of the individuals who have a manic episode will 
have one or more recurrences (3). These recurring ep- 
isodes are not only disruptive and life threatening but 
often have a progressively deteriorative effect on in- 
terepisode functioning and capacity to cope with usual 
life activities. 

We provide an overview of research findings on the 
preventive treatment of bipolar disorder, emphasizing 
the current status of alternatives to lithium therapy. 
The term “preventive treatment” here refers to phar- 
macologic treatment that is administered over long 
periods for the purpose of preventing or attenuating 
recurrences of mania or depression. It is used inter- 
changeably with the more popular term “prophylactic 
treatment.” 


PREVENTIVE THERAPY WITH LITHIUM 


Studies comparing lithium to placebo in the preven- 
tive treatment of bipolar disorder conclusively demon- 
strate lithium’s effectiveness in preventing or attenuat- 
ing recurrences (4—9). In most of the studies, lithium 
treatment resulted in 50% fewer recurrences than pla- 
cebo. The studies also demonstrate, however, that lith- 
ium is not a panacea for bipolar disorder. The average 
failure rate for lithium in preventive treatment studies 
is approximately 33%. In most trials, failure is defined 
as the appearance of major episodes severe enough to 
require either hospitalization or psychopharmacologic 
treatment other than the study medication. Even 
among lithium responders, only a limited number can 
expect to achieve complete prevention of episodes. 
Schou (10) indicates that only about one-fifth of pa- 
tients who are suitable candidates for lithium treat- 
ment can expect to have no recurrences during lithium 
maintenance treatment; the remaining four-fifths will 
show varying frequencies and severities of recurrences, 
ranging from frequent and severe to rare and mild. 

Lithium is a particularly poor treatment for patients 
with a history of rapid cycling (four or more episodes 
per year) (11—13) or episodes characterized by mixed 
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manic and depressive features (14—16). Bipolar pa- 
tients with personality disturbances also tend to re- 
spond poorly to preventive lithium therapy (17, 18). In 
addition, long-term treatment with lithium may be im- 
peded by such discomforting adverse reactions as 
weight gain, polyuria, and fine hand tremor, which 
often lead to noncompliance in taking medication and 
subsequent relapse. A particularly troublesome prob- 
lem with lithium is its teratogenic effects (19), which 
limit its use during pregnancy and demand special cau- 
tion for women of child-bearing age. 


ALTERNATIVES TO LITHIUM THERAPY 


The need for alternatives to lithium for the preven- 
tive treatment of bipolar disorder has been long rec- 
ognized. Earlier review articles by Prien (20), Ayd (21), 
~ and Lerer (22) stress the need for alternatives not only 
for long-term treatment but also for acute mania and 
bipolar depression. However, attempts to provide al- 
ternative treatments of established efficacy and safety 
have met with a number of difficulties. 

Paradoxically, the demonstration of lithium’s effi- 
cacy in the preventive treatment of bipolar disorder 
has slowed the development of alternative treatments. 
After lithium was approved by the Food and Drug 
Administration (FDA) for the preventive maintenance 
treatment of manic-depressive disorder in 1974, the 
use of a placebo in evaluating new treatments for the 
disorder was regarded as unethical by most investigators 
and Institutional Review Boards. Without the option of 
conducting. a placebo-controlled study, investigators 
have had to establish the efficacy of a promising agent by 
comparing it to lithium. The sample size required to at- 
tain sufficient statistical power for a drug-drug compar- 
ison is beyond the reach of most investigators. 

A second difficulty in developing alternatives to lith- 
ium is that many university medical centers with the 
research resources to conduct large-scale maintenance 
trials tend to see a preponderance of difficult-to-treat 
patients who have failed to respond to traditional ther- 
apeutic approaches in the community. These patients 
may manifest rapid cycling, substantial impairment 
in interepisode function, substance abuse, noncompli- 
ance in taking medication, concomitant medical disor- 
ders, and other complications that can pose severe 
management problems in conducting a long-term 
treatment study. 

A third problem in the search for an effective alter- 
native is that bipolar disorder has not been a focus for 
drug development by the pharmaceutical industry. Bi- 
polar disorder is too prevalent to qualify for the Or- 
phan Drug Act but not prevalent enough to attract the 
interest of pharmaceutical companies. Individual in- 
vestigators evaluating experimental agents or new in- 
dications for established compounds cannot provide 
the massive scale of research that can be marshaled by 
a commercial company. This is a serious disadvantage 
when it is necessary to confirm early claims of efficacy 
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and safety with large-sample double-blind studies. Be- 
cause of the considerable expense, sample size require- 
ments, and statf resources needed to conduct well-con- 
trolled studies, it is possible that no single center is 
capable of mounting a definitive maintenance trial and 
that some collaborative effort involving two or more 
centers will be required. 


Anticonvulsants 


Carbamazepine. The anticonvulsants have emerged 
as the leading alternative to lithium. Of these, carba- 
mazepine is the most extensively studied. Because car- 
bamazepine is regarded by many clinicians as the most 
promising backup for lithium for preventive treatment 
(23), we give it special attention in this review. 

Carbamazepine has a molecular structure resem- 
bling that of imipramine and was synthesized for its 
potential antidepressant effect. However, animal stud- 
ies demonstrated promising anticonvulsant properties, 
and the drug became a widely accepted treatment for 
patients with trigeminal neuralgia and seizure disor- 
ders, particularly temporal lobe epilepsy. Open trials 
in Japan in the early 1970s (24, 25) raised the possi- 
bility that carbamazepine had antimanic and prophy- 
lactic effects in manic-depressive patients. There were 
also reports that the use of carbamazepine as an anti- 
convulsant in epileptic patients produced psychiatric 
improvement (26). These findings led to more system- 
atic studies of the effectiveness of the drug in mood 
disorders, especially for bipolar patients. 

In a 1986 review, Post et al. (27) examined 16 trials 
that provided data on the preventive efficacy of carba- 
mazepine in bipolar disorder. Of the 257 patients stud- 
ied, approximately two-thirds were rated as showing 
some improvement after treatment with carbamaze- 
pine alone or in combination with lithium or other 
medications. The majority of the studies were uncon- 
trolled clinical trials or case presentations. However, 
Post et al. indicated that the findings from the con- 
trolled and uncontrolled studies were similar. They 
concluded that the evidence supports the efficacy of 
carbamazepine in the long-term maintenance treat- 
ment of bipolar patients and that carbamazepine is 
especially effective for patients who fail to respond to 
lithium. 

In advocating the clinical use of carbamazepine, Post 
and Uhde (28) stressed that even though carbamaze- 
pine is not approved by the FDA for treatment of af- 
fective disorders, FDA regulations permit use of an 
approved drug for unlabeled indications when data 
clearly support this approach as a sound treatment 
(29). Post and Uhde argued that available data clearly 
support this option for carbamazepine. Jefferson et al. 
(30) adopted a more cautious approach, pointing out 
that use of carbamazepine in patients with affective 
disorders is still experimental and that further research 
is needed to identify its range of clinical effects and the 
risks associated with its long-term use. 

In gauging the effectiveness of carbamazepine as a 
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preventive treatment for bipolar disorder, it is impor- 
tant to carefully examine the four randomized double- 
blind controlled trials that have evaluated carbamaze- 
pine in this capacity. 

Watkins. et al. (31) compared the relative efficacy of 
carbamazepine and lithium in maintaining remission 
after control of an acute episode of mania or major 
depression. Thirty-seven patients with bipolar disorder 
or major depressive disorder participated in the study; 
the proportion with bipolar disorder was not specified. 
For each patient, the investigators compared the time 
in recovery during study treatment with the time in 
recovery after a prior episode that had not been treated 
with maintenance medication. The investigators re- 
ported that both lithium and carbamazepine.increased 
the time in remission but that lithium was “significant- 
ly the better drug.” The average time in remission was 
16 months with lithium and 9.4 months with carba- 
mazepine. The percentage of patients who had a re- 
currence was not specified. A major difficulty in inter- 
preting results from this trial is that, for ethical 
reasons, patients were given the option of taking anti- 
depressant drugs temporarily if they perceived early 
symptoms of relapse. The option was taken by approx- 
imately 60% of the patients in each group. The use of 
an antidepressant was not interpreted as a sign of poor 
response to carbamazepine or lithium. There were no 
separate analyses for patients who received antidepres- 
sants nor any discussion of how this variable may have 
affected study outcome. 

Placidi et al. (32) compared carbamazepine and lith- 
ium in the acute and prophylactic treatment of 83 pa- 
tients with major affective, schizoaffective, or schizo- 
phreniform psychosis. During acute treatment, the 
dropout rate for patients with schizophrenic features 
was 50% for lithium and 20% for carbamazepine. 
With classical bipolar patients, there were fewer drop- 
outs in the lithium group (20%) than in the carba- 
mazepine group (35%). During the 2- to 36-month 
maintenance phase, the two treatment groups had 
equivalent recurrence rates. There were 12 recurrences 
in eight of 29 patients in the carbamazepine-treated 
group and nine recurrences in seven of 27 patients 
receiving lithium. Four patients in the carbamazepine 
group and one in the lithium group were dropped from 
the study because of adverse reactions. Inexplicably, 
there was no breakdown of results by diagnostic group 
for the maintenance phase, i.e., classical bipolar versus 
schizoaffective or schizophreniform, nor was there dis- 
cussion of the possible effects of cotreatment with 
other drugs (neuroleptics, tricyclics, and benzodiaz- 
epines). Also, the study was somewhat atypical in that 
only two of the 83 patients entering the acute phase 
and none of the 56 patients entering the maintenance 
phase were men. 

Lusznat et al. (33) compared carbamazepine and 
lithium in a two-phase study. Of 54 patients with a 
diagnosis of mania or hypomania who entered the 6- 
week “acute” phase, seven of the 27 patients in each 
treatment group failed to complete the first 6 weeks. 
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An additional 11 patients in the carbamazepine group 
and 15 in the lithium group were withdrawn from the 
study during the 12-month “follow-up” phase. Over- 
all, only nine of the original 27 carbamazepine-treated 
patients and five of the 27 lithium-treated patients 
were classified as “satisfactory responders” by study 
criteria. The investigators suggested that insufficient 
dose may have contributed to the poor results in both 
treatment groups. One difficulty in interpreting results 
is that during the acute trial nearly all of the patients 
received a neuroleptic in addition to their study treat- 
ment. During the follow-up period, patients could be 
given antidepressants or neuroleptics when clinically 
indicated. Only five carbamazepine-treated patients 
were able to complete the follow-up period without 
receiving additional medication. 

Okuma et al. (34) conducted the only study to com- 
pare carbamazepine to a placebo. This was an eight- 
center collaborative study that treated a total of 10 
patients with carbamazepine and nine patients with 
placebo. Outcome was evaluated with a global rating 
scale of prophylactic efficacy developed by the collab- 
orators. The investigators report that six of the 10 
carbamazepine-treated patients and two of the nine 
patients receiving placebo showed a marked or mod- 
erate response; the difference between groups failed to 
reach statistical significance at the p=0.05 level. It was 
concluded that carbamazepine has a “tendency to pre- 
vent the recurrence of manic and depressive episodes.” 

In summary, the four double-blind controlled stud- 
ies suggested that carbamazepine may be a promising 
preventive treatment for bipolar disorder, but they do 
not constitute the substantial demonstration of efficacy 
that is required for FDA approval. ‘The studies collec- 
tively evaluated carbamazepine in fewer than 50 bipo- 
lar patients. In two of the studies (31, 32), results are 
not presented separately for bipolar patients and other 
diagnostic groups, and in one study (31), the patients 
were permitted the option of using antidepressant 
medication at any time during the trial. 

The strongest evidence for the prophylactic efficacy 
of carbamazepine comes from other design paradigms: 
1) mirror-image longitudinal trials in which the course 
of illness during treatment is compared to the course of 
illness during an equivalent time preceding the treat- 
ment (35), 2) longitudinal trials in which the test drug 
is periodically discontinued and/or replaced by a pla- 
cebo (36, 37), and 3) long-term open trials evaluating 
the test drug in patients who have failed to respond to 
traditional treatments or have a recent history of fre- 
quent recurrences (38—41). 

Results with the drug were positive in most of the 
trials in which these designs were used. However, 
many of the patients had carbamazepine added to a 
previously ineffective treatment regimen, usually lith- 
ium. Thus, the preventive efficacy of carbamazepine 
alone remains at issue. There is evidence suggesting a 
subgroup that may benefit more from the combination 
of lithium and carbamazepine than from either treat- 
ment alone (12,. 33, 41-44), but this finding has not 
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been subjected to a rigorous controlled study. Also 
unresolved is the issue of whether or not carbamaze- 
pine should be used only with patients who are resis- 
tant to or cannot tolerate lithium. Some clinicians now 
recommend that certain subgroups of patients, such as 
those with rapid cycles, be treated initially with carba- 
mazepine, either as a single agent or in combination 
with lithium (28). It would not be surprising if carba- 
mazepine becomes a treatment of first choice with 
these patients. 

Clearly, more information is required on the appro- 
priate use of carbamazepine in bipolar disorder. Before 
clinicians are encouraged to view carbamazepine as an 
established long-term treatment for bipolar patients, 
carefully designed, prospective, controlled studies with 
adequate sample sizes are needed to confirm the effi- 
cacy and safety of carbamazepine and to establish its 
specific indications and range of clinical effects. Of 
particular importance is the establishment of accepted 
guidelines for hematologic monitoring for the rare but 
potentially lethal side effects of agranulocytosis or 
aplastic anemia (45). 

Valproic acid. The positive reports for carbamaze- 
pine in bipolar illness spurred interest in two other 
anticonvulsants, valproic acid and clonazepam, as pos- 
sible treatments for bipolar patients. Of the two, val- 
proic acid has received the most attention as a long- 
term preventive treatment. Several open clinical trials 
evaluating the combination of valproic acid and lith- 
ium or valproic acid alone reported moderate to good 
prophylactic response (46—51). However, there has 
been no direct comparison of valproic acid with lith- 
ium, carbamazepine, or other treatments for bipolar 
disorder. A few case reports have suggested that some 
patients who do not respond to lithium or carbamaze- 
pine may be responsive to the combination of valproic 
acid and lithium (28), but this requires confirmation in 
systematic trials. 

Few side effects have been reported in psychiatric 
patients receiving valproic acid. However, there are 
several reports of fatal hepatotoxicity in patients re- 
ceiving valproic acid for seizure disorders. Although 
these hepatic failures have been confined largely to 
children under 10 years of age who were taking other 
anticonvulsants in addition to valproic acid (52), they 
are still a legitimate concern with long-term treatment 
of bipolar disorder, and periodic liver function tests 
are recommended (53). 

Clonazepam. Clonazepam, a potent benzodiazepine 
derivative that has been used primarily as an anticon- 
vulsant, has shown some value as an adjunctive treat- 
ment for acute mania (54-57). It is unclear whether 
the drug’s effects are due to nonspecific sedation or to 
specific antimanic properties. 

Clonazepam has been evaluated as a preventive 
maintenance treatment in only a few patients (58), and 
the results have been relatively negative. When it is 
given for seizure disorders, tolerance and tachyphy- 
laxis can develop after long-term use (59). In addition, 
the potential for addiction and withdrawal reactions 
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secondary to c'onazepam could create serious prob- 
lems in a population notorious for noncompliance and 
abrupt discontinuation of medication (60). Thus, clon- 
azepam does not appear to be a viable option for long- 
term continuous treatment, although it may provide 
some benefit as an adjunctive or substitute treatment 
for neuroleptics during early stages of a manic recur- 
rence. In particular, the addition of clonazepam may 
allow a decrease in neuroleptic dose. 


Calcium Channel Blockers 


Calcium channel blockers are used primarily to treat 
supraventricular arrhythmias, anginas, and hyperten- 
sion. Their principal action is to block calcium influx 
into cells. They share several pharmacologic properties 
with lithium and, in recent years, have attracted inter- 
est as a potential treatment for mania. Most of the 
interest has centered on verapamil, the oldest of the 
calcium blockers. 

Several reports on the use of verapamil in treating 
acute mania suggest that the drug has antimanic prop- 
erties (61-65). However, a recent study of verapamil 
therapy in eight patients with lithium-resistant mania 
or hypomania reported that none of the patients 
showed improvement (66). Verapamil should be used 
cautiously with carbamazepine or lithium. The drug 
can increase the risk of carbamazepine neurotoxicity 
(67) and may lower serum lithium level by increasing 
lithium excretion (68). Evaluation of verapamil as a 
long-term maintenance treatment has been based on a 
four-patient sample (66) and a few case reports and is 
too limited to draw any conclusions. Preliminary data 
suggest that verapamil may be useful in preventing 
pharmacologically induced mania and hypomania (66, 
69, 70). 

There are isolated reports on the antimanic effects of 
other calcium antagonists, such as diltiazam (71) and 
nifedipine (72), but none involving long-term mainte- 
nance treatment. 


Antidepressants 


Two multhaspital collaborative studies (8, 73) found 
the tricyclic antidepressant imipramine to be significantly 
less effective than lithium in preventing manic episodes 
and equally as effective in preventing depressive episodes. 
In both studies, over 50% of the imipramine-treated pa- 
tients developed a manic episode. One of the studies 
compared imip-amine with placebo and reported no sig- 
nificant difference in incidence of recurrences between 
the two treatments (8). 

The only other antidepressant to be evaluated in a 
long-term maintenance study in bipolar disorder is bu- 
propion, a unicyclic compound with an unclear bio- 
chemical mode of action. Bupropion was approved by 
the FDA in late 1985 for patients who were refractory 
to or intolerant of other antidepressant medications 
but was voluntarily withdrawn from the market a few 
months later for further evaluation of the drug’s sei- 
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zure potential in the general population (74). Some 
clinicians regard bupropion as a promising alternative 
to lithium because of its purported effectiveness in pro- 
tecting against manic recurrences (75). Results from 
four studies (75-78), including one small-sample com- 
parison of the drug with placebo (77), suggest that 
bupropion merits further evaluation as a long-term 
maintenance treatment in patients who fail to respond 
to or tolerate lithium. There has been no comparison 
of bupropion with lithium and only limited published 
data on the combination of lithium and bupropion. 
Further exploration of bupropion’s effectiveness must 
await results from an ongoing multicenter study de- 
signed to determine the incidence of seizures with the 
drug. 

In the 1970s, the combination of lithium and a tricy- 
clic antidepressant was regarded as the most promising 
of the potential long-term maintenance treatments of 
bipolar disorder. The rationale for the combination 
was that lithium would protect the patient against 
manic recurrences and that the tricyclic would protect 
against depressive recurrences. One multicenter study 
(79) reported that the combination of lithium and 
Imipramine provided no advantage over lithium alone. 
A second multicenter trial (73) indicated that the com- 
bination of lithium and imipramine was no more effec- 
tive than lithium alone in preventing a recurrence after 
recovery from an acute episode, but it has been re- 
cently reported that this combination may lengthen the 
period between recovery and recurrence by several 
months (80). 


Antipsychotic Drugs 


The neuroleptic drugs are often used in the initial 
stages of acute mania to provide rapid control of psy- 
chopathology, particularly with very hyperactive or 
disturbed psychotic patients. Antipsychotic drugs pro- 
duce a more rapid response than lithium, which may 
require up to 10 days for a therapeutic effect (81). 
Lithium may be administered concomitantly or added 
to the antipsychotic regimen after the initial therapeu- 
tic response. Because of the risk of tardive dyskinesia, 
the antipsychotic drug is often tapered and discontin- 
ued to allow continuation of lithium alone for main- 
tenance treatment. Patients taking antipsychotic drugs 
in conjunction with lithium should be monitored for 
symptoms of neurotoxicity or neuroleptic malignant 
syndrome. Both conditions are rare but can result in 
death or permanent neurotoxic damage (82, 83). 

Antipsychotic drugs are not recommended for long- 
term use in bipolar disorder. However, patients who 
suffer repeated manic recurrences while receiving lith- 
ium sometimes are treated with a neuroleptic alone or 
in combination with lithium. In such cases, the risk of 
tardive dyskinesia and other adverse effects of antipsy- 
chotic drug treatment is regarded as less of a danger 
than the highly disruptive and life-threatening conse- 
quences of repeated manic attacks. Evidence suggest- 
ing that patients with major affective disorders are at 
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higher risk for tardive dyskinesia than patients with 
schizophrenia makes decisions about using an antipsy- 
chotic drug all the more difficult (84). There is need for 
clearer definition of patients for whom this option is 
justifiable. 

The only antipsychotic drug to be evaluated as a 
long-term treatment in bipolar disorder is a depot 
preparation, flupenthixol decanoate, and the results 
have been generally unfavorable. A multicenter study 
(85) comparing flupenthixol and lithium found no dif- 
ference in the incidence of recurrences between the two 
groups; however, neither group showed significant im- 
provement over the prestudy course of illness. The lack 
of effect with lithium was attributed to a “prognosti- 
cally negative” selection of patients. A recent study 
comparing flupenthixol to an injected placebo failed to 
demonstrate greater efficacy with the drug (86). Flu- 
penthixol is not available in the United States. 


Treatment of Lithitum-Resistant Rapid Cyclers 


Patients with rapid-cycling bipolar disorder who 
have failed to respond to lithium have been the focus 
of a number of maintenance trials. There are several 
reports of positive findings, mainly from small-sample 
open trials. These results are preliminary and require 
further investigation. 

Treatments reported to be effective in stabilizing the 
course of rapid-cycling bipolar disorder include carba- 
mazepine alone or in combination with lithium (40, 
41, 87), such thyroid medications as L-thyroxine and 
liothyronine (88, 89), haloperidol decanoate (90), the 
combination of the type A monoamine oxidase in- 
hibitor clorgyline and lithium (91), valproic acid (48), 
verapamil (92), and repetitive sleep deprivation (93). 
Investigators have also focused on the role of antide- 
pressants in rapid-cycling disorders. Some investiga- 
tors suggest that the use of antidepressants to treat 
depressions occurring during lithium maintenance may 
accentuate rapid cycling and that withdrawing the an- 
tidepressant may be the most effective treatment (13, 
92, 94). Kupopulos et al. (95) recommended the avoid- 
ance of an antidepressant with patients who have a 
history of developing hypomania after the depressive 
episode. Their rationale was that use of an antidepres- 
sant intensifies the postdepressive hypomania and 
makes it refractory to lithium. This strategy has not 
been studied in prospective trials. Without strong sup- 
portive data, there may be ethical concerns about al- 
lowing patients to endure a severe depressive episode 
without antidepressant treatment. Milder, tolerable 
depressive episodes in patients taking only lithium may 
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afford a better opportunity to evaluate the strategy. 


APPROPRIATE USE OF LITHIUM THERAPY 
Often the best therapeutic approach with patients 


who appear to be refractory to lithium and in need of 
an alternative treatment is a reassessment of the lith- 
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ium regimen and a search for nonpharmacologic fac- 
tors, such as psychosocial stresses, that may be con- 
tributing to the poor response. Before assuming that 
lithium is ineffective, the clinician should determine if 
the patient has an adequate serum lithium level and is 
adhering to the medication schedule. Although some 
patients may respond with serum levels as low as 0.5 
to 0.6 meq/liter (96, 97), others may require levels as 
high as 0.8 to 1.2 meq/liter (98, 99). Recurrences that 
occur at a low serum level in patients who can tolerate 
higher doses should cause one to question the ade- 
quacy of dose. 

An often neglected contributor to nonresponse is the 
patient’s nonadherence to the medication schedule. 
Surveys indicate that 25% —50% of patients receiving 
long-term maintenance drug therapy discontinue med- 
ication, reduce dose, or otherwise fail to take medica- 
tion as prescribed (100, 101). Many suffer recurrences 
as a result. A study of patients who discontinued lith- 
ium against medical advice at two major affective dis- 
order clinics (100) found that side effects, especially 
memory problems, polyuria, weight gain, and tremor, 
were the most frequently cited reasons for noncompli- 
ance. Other reasons were disturbance at having a 
chronic illness (symbolized by the necessity of indefi- 
nite lithium therapy), loss of creativity, feeling well and 
seeing no need to continue medication, and reduced 
productivity. Among the reported strategies for im- 
proving adherence to treatment programs are 1) min- 
imizing annoying side effects, 2) psychoeducational 
programs aimed at educating ‘the patient and family 
about the disorder, its treatment, adverse reactions, 
and the consequences of prematurely stopping medi- 
cation (102, 103), and 3) group sessions to discuss 
lithium treatment and concerns with the illness (104, 
105). Individual and group psychotherapy may also 
lead to improved compliance in taking medication and 
better recognition of early signs of an emerging episode 
(100, 106). 

The possibility of lithium-induced hypothyroidism 
should be considered for patients who develop depres- 
sion during lithium treatment, especially if the depres- 
sion is characterized by apathy, fatigue, psychomotor 
retardation, and other hypothyroid-like symptoms. 
Rapid cycling, in particular, may be associated with 
hypothyroidism and warrants an evaluation of thyroid 
status and supplemental thyroid if indicated. 


SUMMARY 


The search for alternatives to lithium therapy for the 
preventive treatment of bipolar disorder has provided 
promising leads that require further investigation. 
However, the carefully designed, prospective, double- 
blind studies that are needed to provide substantial 
evidence of drug efficacy have not been conducted. 
Carbamazepine, the most extensively studied of the 
alternatives to lithium, still awaits a well-designed con- 
trolled study with adequate statistical power to estab- 
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lish its efficacy for preventive treatment. The published 
controlled trials for carbamazepine are either small in 
sample size or flawed in design. 

There are still critical unresolved issues regarding 
carbamazepine therapy that have not been.adequately 
addressed in the reported therapeutic trials. For exam- 
ple, there is a need to establish how carbamazepine 
alone compares to the combination of carbamazepine 
and lithium and to lithium alone during preventive 
treatment. Ancther unresolved issue is whether carba- 
mazepine alone or in combination with lithium is an 
appropriate first line prophylactic treatment for certain 
subgroups of patients (e.g., rapid cyclers) or should be 
limited to patients who are resistant to or unable to 
tolerate lithium. 

The other potential alternatives to lithium mainte- 
nance treatment discussed in this review are less well- 
studied than carbamazepine. Valproic acid and bupro- 
pion (if and when it reenters the market) appear to be 
the most logical candidates for further evaluation. The 
circumstances under which antidepressant and anti- 
psychotic drugs should be used during long-term treat- 
ment also need to be clarified in carefully designed 
trials. 

The need for definitive, controlled, preventive main- 
tenance trials does not disparage preliminary open 
label trials and exploratory controlled studies of prom- 
ising agents. These trials provide the framework and 
justification for the expensive and time-consuming, 
large-sample controlled studies that are necessary to 
confirm the drug’s efficacy and more sharply define its 
clinical indications. However, until these confirmatory 
studies are conducted, aggressive clinical utilization of 
the alternative treatments should be tempered by the 
limitations of the available research data. 

While research continues, there is the practical prob- 
lem of how to treat patients who are refractory and/or 
intolerant to lithium. These patients obviously cannot 
wait for the development of new treatment options or 
more definitive evaluation of existing treatments. De- 
spite the need for more systematic study, carbamaze- 
pine is the bes: evaluated and most well-documented 
alternative to lithium and is the logical next choice 
when lithium therapy is inadequate. Carbamazepine 
may be added to the lithium regimen (with appropriate 
reduction in the lithium dose) or used as a single agent. 
Valproic acid is also mentioned as a promising alter- 
native to lithium; however, relatively few data have 
been collected on its use as a preventive treatment, and 
it is not high on most of the published decision trees 
for preventive therapy of bipolar disorder. Antipsy- 
chotic drugs alone or in combination with lithium re- 


main an option for patients who suffer repeated manic 


episodes while receiving lithium; however, the benefits 
of antipsychotic treatment must be carefully weighed 
against the risk of tardive dyskinesia and other adverse 
reactions. Carbamazepine does not appear to produce 
tardive dyskinesia and may be a safer alternative for 
long-term treatment. Adjunctive antidepressant ther- 
apy may be a useful alternative for preventing depres- 
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sive 


episodes in some patients who fail to respond to 


lithium, but the risk of inducing manic or hypomanic 
attacks must be considered. Finally, one of the most 
productive strategies in the face of a poor lithium re- 
sponse is to reassess the lithium regimen for adequacy 
of dose, examine patient compliance in taking medi- 
cation, and search for nonpharmacologic contributory 
factors. These safeguards may avoid similar problems 
with any replacement treatment for lithium. 
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Regular Articles 


Neurological Impairment in Violent 
Schizophrenic Inpatients 


Menahem I. Krakowski, M.D., Ph.D., Antonio Convit, M.D., Judith Jaeger, Ph.D., 
Shang Lin, Ph.D., and Jan Volavka, M.D., Ph.D. 


This study relates violent behavior of schizophrenic 
inpatients to demographic, historical, EEG, neurolog- 
ical, and neuropsychological variables. Patients were 
classified into high (N=28), low (N=27), or no (N= 
34) violence groups. There were no significant differ- 
ences among the groups on demographic or historical 
variables, except for prevalence of violent crime, which 
was higher in both violent groups than in nonviolent 
patients. Neurological and neuropsychological abnor- 
malities differentiated the groups, with the high vio- 
lence group evidencing more abnormalities than the 
other two groups in the area of integrative sensory and 
motor functions. The authors suggest that violence as 
well as neurological and neuropsychological deficits 
may characterize a more severe form of schizophrenia. 

(Am J Psychiatry 1989; 146:849-—853) 


V iolence is frequently reported in schizophrenic in- 
patients (1—4). Diagnosis per se, however, yields 
minimal information as to the etiology of the violence. 
Variables of greater etiological significance reported to 
be associated with violence in general psychiatric pop- 
ulations include neurological impairment (5, 6), EEG 
abnormalities (5, 7), and a history of early environ- 
mental deprivation and physical abuse (6, 7). It has not 
been determined whether these variables are also as- 
sociated with violence in schizophrenia. 
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It is important to differentiate conceptually between 
violent episodes (which can be rare occurrences in 
many patients) and the tendency toward violence (as 
evidenced by repeated episodes). It is the latter which is 
an enduring characteristic of patients and lends itself 
to an inquiry into predisposing traits. To our knowl- 
edge, this distinction has not been made in the psychi- 
atric literature on violence. There is, in general, a fail- 
ure to acknowledge the heterogeneity of violent 
behavior; patients have often been dichotomized sim- 
ply into violent and nonviolent groups. Our study 
compares schizcphrenic patients who showed high de- 
grees of violence, low violence, and no violence on a 
variety of neurological, neuropsychological, demo- 
graphic, historical, and EEG variables. We hypothe- 
sized that patients who are highly violent are more 
likely to have neurological deficits and a history of 
early environmental deprivation. 


METHOD 
Subjects 


Subjects were inpatients selected from a 1,300-bed 
state psychiatric facility located in a large metropolitan 
area serving predominantly indigent, inner-city pa- 
tients. Fifty-five schizophrenic patients consecutively 
admitted to a special unit designed for the manage- 
ment of violent behavior constituted the assaultive 
group. These patients had exhibited at least two in- 
stances of assaultive behavior on their home wards in 
the previous month; this behavior qualified them for 
transfer to the special unit. A group of 34 nonviolent 
schizophrenic patients selected from the same hospital 
constituted the control group. Control patients had 
been hospitalized fer at least 6 months and had com- 
mitted no serious acts of violence during the current 
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admission or during any prior admission to the hospi- 
tal. The control group was selected so that its group 
distributions for age, sex, race, and chronicity of illness 


approximated as closely as possible the distributions of 


the group of violent patients. 

Patients showed a varying degree of assaultiveness 
after transfer to the new ward and were turther sub- 
divided into “high violence” and “low violence” 
groups depending on the frequency of violent incidents 
after transfer. The 28 patients who had two or more 
incidents of verbal or physical assault or assault 
against property constituted the high violence group. 
The 27 patients who had one incident or none on the 
new ward made up the low violence group (all patients 
had been violent before transfer). 


Procedure 


Diagnosis of schizophrenia for all patients was es- 
tablished by consensus of two research psychiatrists 
who used DSM-III criteria; it was not based on chart 
diagnosis. The violent behaviors of interest in this 
study, as described in a previous paper (8), were phys- 
ical assault (any phvsical aggressive act), verbal assault 
(a verbal threat of bodily harm) directed at another 
patient or a staff member, and assault against prop- 
erty. All patients underwent an extensive historical and 
demographic interview, a quantified neurological ex- 
amination, and an EEG. Additional historical informa- 
tion was obtained from hospital records and family 
members whenever possible. A comprehensive neuro- 
psychological examination was administered to a sub- 
group of violent patients, as described below. In addi- 
tion to demographic variables, we noted patients’ drug 
and alcohol use, self- reported suicide attempts, self- 
reported arrests and convictions for violent and non- 
violent crimes, and head trauma. 

Family variables included parental substance abuse, 
parental psychiatric hospitalization, family intactness, 
and history of physical abuse as a child. A patient was 
considered to have been physically abused if the phys- 
ical injury inflicted resulted in blood being drawn, 
welts being formed, or medical attention being re- 
quired. The family intactness variable was a dichoto- 
mous variable that assesses whether or not the patient 
had lived in a stable home and had a steady relation- 
ship with his or her father or foster father up to the age 
of 15. 

A quantified neurological scale (9) was administered 
by two physicians with formal training in neurology. 
In view of the risk of administering neurological ex- 
aminations to violent patients, these physicians could 
not be blind to whether or not patients were violent; 
however, they were unaware of which patients would 
be in the high and low violence groups. Interrater re- 
liability between two trained raters was measured with 
32 patients. The intraclass correlation coefficient for 
the total neurological score in this sample was 0.91. 
The scale consisted of 56 items that included hard 
signs as well as soft signs. A score of 1 on any item 


850 


indicated abnormality, while O indicated normality. 
The neurological abnormality score for each patient 
consisted of the sum of the scores on all items admin- 
istered divided by the number of items. Thus, the max- 
imal abnormal total score was equal to 1. 

All EEGs were recorded by using the International 
10-20 system. They were recorded over 15 minutes, 
while patients were resting with eyes closed. No sleep 
EEGs were performed. All tracings were read by one a 

us (J.V.), who was blind to whether the patients were 
fale the tracings were inspected for theta, delta, and 
sharp waves; discharges; lateralization; effect of hyper- 
ventilation; presence of low voltage; and normality. 

A neuropsychologist (J.J.) administered a 4- to 6- 
hour comprehensive neuropsychological examination. 
It consisted of tests that were chosen as measures of the 
following four major functional systems: 1) verbal pro- 
duction and comprehension (verbal) (eight variables), 
2) visual-spatial functions (visual) (nine variables), 3) 
attention, concentration, and memory (memory) (sev- 
en variables), and 4) motor sequencing and manual 
dexterity (manual dexterity) (three variables). The tests 
included the WAIS-R information (verbal), vocabulary 
(verbal), comprehension (verbal), similarities (verbal), 
arithmetic (memory), digit span (memory), picture 
completion (visual), picture arrangement (visual), 
block design (visual), object assembly (visual), and 
digit symbol (visual) tests; Boston Naming Test (ver- 
bal); Controlled Oral Word Association Test (verbal): 
Token Test (verbal); Peabody Individual Achievement 
Test-Reading Recognition and Reading Comprehen- 
sion subtests (verbal); Finger Localization Test (vi- 
sual); Benton Visual Reventon Test (visual); Raven’s 
Colored Progressive Matrices (visual); Purdue Peg- 
board (manual dexterity); competing motor programs 
test (manual dexterity); asymmetry of finger localiza- 
tion (manual dexterity); Sentence Repetition Test 
(memory); cancellation tests (time and errors) (mem- 
ory); Multiple Choice Benton Visual Retention Test 
(memory); and temporal orientation (memory). 

This battery was administered to 39 violent patients 
(22 in the high violence and 17 in the low violence 
groups) and 22 control patients. We attempted to test 
the entire study cohort but were unable to test 28 pa- 
tients. Of these, five were too psychotic to cooperate 
with testing, one patient refused, and two were judged 
to be too violent, and 20 were not tested due to limi- 
tations in staff resources. The group distribution of 
untested patients reflected no biases: Six were in the 
high violent group, 10 in the low violent group, and 12 
in the control group. 


Data Analysis 


The nonviolent control patients were compared to 
both the high violence and the low violence groups, 
and the two violent groups were compared to each 
other. Chi-square tests were used for categorical vari- 
ables. For the continuous variables, analyses of vari- 
ance (ANOVAs) were computed; when significant 
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they were followed by Duncan’s multiple range tests to 
correct for multiple comparisons. 

The neuropsychological data were analyzed globally 
- by comparing the groups on the WAIS-R total IQ, 
verbal IQ, and performance IQ. In addition, the 27 
neuropsychological variables (this number is obtained 
when WAIS-R subtests are treated separately) were com- 
pared. These variables were grouped a priori according 
to the predominant function being tested (no variable 
was included in more than one function). Patterns of 
results between functional groups were examined. 

Logistic regression models (10) were used to simul- 
taneously relate the violent group status (high versus 
control group, high versus low, and low versus control 
group) to multiple risk factors. These models were 
used to control for possible confounding variables, 
such as previous violent behavior, head trauma, and 
drug and alcohol abuse, by entering these variables in 
the equations. 


RESULTS 


There were no significant differences among the 
three groups for sex, race, age, or age at first hospital- 
ization. There were 19 men and nine women in the 
high violence group, 23 men and four women in the 
low violence group, and 29 men and five women in the 
control group. The high violence group consisted of 
eight whites and 20 nonwhites; the low violence 
group, four whites and 23 nonwhites; and the control 
group, eight whites and 26 nonwhites. The mean+SD 
ages of the three groups were 29.2+7.7, 31.4+7.1, 
and 32.5+8.5 years, respectively. The mean ages at 
first hospitalization were 17.1+5.6 years, 18.1+5.0, 
and 19.6+7.5 years, respectively. The fact that this 
was a state hospital population drawn from the inner 
city is reflected in the ethnic composition of our sam- 
ple, which was predominantly nonwhite; this may 
limit the generalizability of our results. There were no 
significant differences among the three groups in alco- 
hol or drug use, head trauma, suicide attempts, and 
arrest or conviction for nonviolent crimes. There were 
also no differences in parental substance abuse, paren- 
tal psychiatric hospitalization, family intactness, and 
history of physical abuse as a child. However, signifi- 
cantly more of the patients in the high violence and 
low violence groups reported arrests for violent crimes 
than did the control group (39.3% [N=11] for high 
violence froup versus 8.8% [N=3] for the control 
group, x°=8.67, df=1, p<0.01; and 40.7% [N=11] 
for the low violence group versus 8.8% [N=3] for the 
control group, x*=8.1, df=1, p<0.01). More high vio- 
lence (32.1% [N=9]) and low violence (25.9% [N=7]) 
patients than control patients (5.9% [N=2]) pki 
convictions for violent crime; this difference was signifi- 
cant for both assaultive groups (x7=7.67, df=1, p<0.01, 
and y*=4.52, df=1, p<0.05, respectively). 

There was a significant difference among the three 
groups in the neurological impairment score (F=11.9, 
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TABLE 1. Violent Schizophrenic Patients and Schizophrenic Con- 
trol Subjects With Abnormal Neurological Signs 


Violent Patients" 


High Low Control 
Violence Violence Patients 
(N=28) (N=27) (N=34) 
Abnormal Variable N Yo N % N %o 
Right-left orienta- 
tion 11 39h" 4 15 7 21 
Hopping 6 24tef 2 7 2 6 
Hearing 9 32% 4 15 1 3 
Walking-associated 
movements 6 218 4 15 0 0 
Arm drift 12 48°F 10 37 5 16 
Pronation-supina- 
tion y Bs -2 7 4 13l 
Finger-thumb op- 
position (left) 5 Agee fl 4 1 3 
Tandem walk 9 33feh 4 4 1 3 
Graphesthesia 11 3958 4 15 3 9 
Stereognosis 4 15> 0 0 2 6 


“High violence patients committed two or more acts of verbal as- 
sault, physical assault, or destruction of property after transfer to 
special unit for management of violent behavior. Low violence pa- 
tients committed one or no such acts. 

Significantly different from low violence group (p<0.05). 

“Trend toward significant difference from control group (p<0.10). 
“Significantly different from control group (p<0.05). 

“Trend toward significant difference from low violence group 
(p<0.10). 

‘Percents based on less than total sample. 

Significantly different from control group (p<0.01). 

Significantly different from low violence group (p<0.01). 


df=2, 86, p<0.001, ANOVA). The mean+SD neuro- 
logical impairment score of the high violence group 
(0.13+0.10) was significantly higher than that of the 
low violence group (0.06+0.06; t=3.18, df=53, p< 
0.01) and control group (0.05+0.05; t=4.01, df=59, 
p<0.01, Duncan t tests for both comparisons). This 
difference remained significant after we accounted for 
the possible effects of medication by converting the 
doses of the various antipsychotic medications to chlor- 
promazine equivalents and used this variable as a covar- 
iate (F=10.1, df=2, 80, p<0.001, analysis of covari- 
ance). One hundred percent of the high violence, 82% 
(N=22) of the low violence, and 65% (N=22) of the 
nonviolent groups had one or more abnormalities on the 
neurological examination, while 89% (N=25), 74% 
(N=20), and 47% (N=16) of these groups, respectively, 
had two or more abnormalities. 

To a certain extent, the significantly higher impair- 
ment score obtained by the high violence group on the 
neurological scale is due to the cumulative effect of 
multiple items. There were, however, a certain number 
of individual neurological signs that were found sig- 
nificantly more frequently in the high violence group 
than in the other two groups (table 1). 

There were no significant differences among the 
three groups of patients in the frequency of EEGs read 
as abnormal, in presence of theta, delta, and sharp 
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TABLE 2. Scores of Schizophrenic Violent Patients and Schizo- 
phrenic Control Subjects on Visual-Spatial Function Tests 


Violent Patients* 


High Low Control 
Violence Violence Patients 
(N=22)} (N=17: (N=22) 
Test Mean SD Mean SD Mean SD 
WAIS-R performance 
I 66.1°° 7.8 73.1 13.1 75.1 10.5 
Picture completion 4.64 1.1 63 29 5.9 22 
Picture arrange- 
ment 4,46 1.8 5.3 2.1 6.0 2.4 
Block design 5.25 23 61 24 70 24 
Object assembly 4.9 2.5 65 27 62 24 
Digit symbol 3.55 1.7 44 17 #48 139 
Benton Visual Reten- 
tion Test 
Correct answers 6.29 3.4 8.4 1.9 8.3 2.3 
Errors 46° 38 18 27 22 40 
Finger Localization 
Test 54.2 4.2 54.9 4.7 $3.5 6.5 


Raven Colored Pro- 
gressive Matrices 
IQ 69.1 20.3 78.7 15.0 81.7 17.4 


“High violence patients committed two or more acts of verbal as- 
sault, physical assault, or destruction of property after transfer to 
special unit for management of violent behavior. Low violence pa- 
tients committed one or no such acts. 

rend toward significant difference from low violence group 
(p:50.10; Duncan’s t test was performed when ANOVA was sig- 
nificant), 

“Significantly different from control group (p-s0.05). 

ignificantly different from low violence and contro] groups 
(p=s0.05). 


waves; discharges; lateralization; temporal focus; ab- 
normal response to hyperventilation; or low voltage. 

According to global neuropsychological test results, 
all three groups were impaired compared to the nor- 
mative population. The mean+SD WAIS IQs for con- 
trol (N=22), low violence (N=17), and high violence 
(N=22) groups were 75.0211.5, 73.3+15.4, and 
69.3+9.6, respectively. The mean+SD number of 
years of schooling completed by the control, low vio- 
lence, and high violence groups were 10.4+2.8, 10.0+ 
2.6, and 10.1+2.5, respectively. There were no signif- 
icant differences in mean IQ or education level among 
the three groups. 

A pattern of selective impairment in visual-spatial 
functions emerged among the high violence group, 
compared to both the low violence and control groups. 
This was reflected globally in the WAIS-R performance 
1Q, which included five of the nine visual-spatial tasks 
and differed significantly among the groups (F=3.69, 
df=2, 55, p=0.05, ANOVA). It was significantly 
lower in the high violence group than in the nonviolent 
control group, and there was a trend showing lower 
performance IQ in the high violence group than in the 
low violence group (see table 2). When we consider the 
various tests individually, there were six out of nine 
significant ANOVAs (p0.05) for the visual-spatial 
functions; none of the 18 variables from the three re- 
maining functions was significant at this level. Dun- 
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can’s multiple range tests revealed that the high violence 
and control groups differed the most. Comparison be: 
tween low and high violence groups yielded a simila: 
pattern, to a lesser degree. When control patients were 
compared to low violence patients, no statistically signif 
icant differences emerged (see table 2). 

The logistic regression models were used to contro! 
for the possible confounding effects of drug and alco- 
hol abuse, head trauma, and convictions for violent 
crimes. The effect of neurological impairment re- 
mained significant in differentiating high violent versus 
control and high violent versus low violent groups. Sim- 
ilarly, the effect of WAJS-R performance IQ and score or 
the Benton Visual Retention Test each remained signifi- 
cant in differentiating among these groups. 


DISCUSSION 


Both violent groups reported a higher rate of violent 
crime before hospitalization than did the nonviolent 
control group. Violence in these two groups of pa- 
tients, then, was a recurrent phenomenon and was not 
restricted to the hospital environment. 

The presence of neurological abnormalities was the 
factor that differentiated most clearly among the three 
groups, with the high violence group being most im- 
paired and the nonviolent patients being least im- 
paired. These differences could be delineated further, 
to a certain extent. On the neurological examination, 
the high violence group evidenced more prominently 
certain abnormalities such as impairments in stereog- 
nosis, graphesthesia, tandem walk, and walking-asso- 
ciated movements. On neuropsychological testing, this 
group demonstrated a selective impairment in visual- 
spatial functioning. The lack of significant difference 
between the groups on verbal functions, as well as on 
tasks involving attention and concentration, suggests 
that relative impairments on neurological variables 
and visual-spatial tasks were not caused by differences 
in the patients’ ability to comprehend or attend to in- 
structions on the neurological examination. 

The fact that the three groups did not differ on the 
EEGs, or on many neuropsychological tests and some 
neurological items, points to discrete areas of func: 
tional impairment. The groups differed mostly in the 
area of integrative sensory function and complex co- 
ordination of motor activity. 

What is the relationship between neurological im- 
pairment and violence? Neurological abnormalities 
could be the result of the violence. Violent patients are 
more often involved in fights that can result in heac 
trauma and hence in neurological impairment. How- 
ever, our results do not support such a hypothesis. Re 
ports of head trauma were not different among the 
groups and did not affect the results. The neurologica 
impairment, on the other hand, could be a cause of the 
violence. It might produce some disinhibitory effect 
which could result in poor control over violent impulses 

How could we account, then, for the higher prevalenca 
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of neurological impairment in the violent schizophrenic 
patients? This finding may reflect an etiology unrelated to 
schizophrenia, such as drug or alcohol abuse. The 
- groups, however, did not differ on these variables, nor 
did these factors contribute to the difference in neurolog- 
ical impairment. It is possible that the neurological defi- 
cits, above and beyond those found in the control group, 
may characterize a subgroup of patients with a more 
severe form of schizophrenia. 

While the neurological signs present in schizo- 
phrenic patients have not been conclusively defined, 
there appear to be discrete areas of functional impair- 
ment, such as in integrative sensory and motor func- 
tions, as well as in the sequencing of motor patterns 
(11). More neurological signs have been found in more 
severe forms of the illness, such as schizophrenia with 
premorbid asocial behavior (12) and with a high num- 
ber of relapses (13). These findings would be consistent 
with the neurological findings in our study, which are, 
for the most part, simply an exaggeration of those re- 
ported for schizophrenia. The higher prevalence of 
hearing impairment in the high violence group is not 
consistent with this hypothesis, but the hearing tests, 
which depend on the patient’s report, may be influ- 
enced by various subjective factors other than primary 
sensory defect. 

The discrete visual-spatial dysfunction on neuropsy- 
chological testing is consistent with such an integrative 
sensory and motor impairment. However, since visual- 
spatial tasks are usually thought to reflect right hem- 
ispheric functioning, our finding appears, on first con- 
sideration, to be inconsistent with another hypothesis, 
namely, that schizophrenia is associated with left hem- 
ispheric impairment (14). A critical review of the lit- 
erature (15), however, suggests that dominant lobe 
dysfunction may characterize only milder and less 
chronic forms of schizophrenia in which thought dis- 
order, rather than features of the chronic disease pro- 
cess (e.g., affective blunting, emotional withdrawal, 
and anhedonia), is the predominant symptom. 

Tests of visual-spatial functions are more sensitive to 
dysfunction in integrative sensory function and com- 
plex motor coordination than are verbal tests. They 
are more likely than verbal tests to be timed, to involve 
processing of unique or new stimuli, and to reflect vul- 
nerability to distraction. The verbal tests in this battery 
for the most part involved the assessment of previously 
learned material and its recollection. Schizophrenic pa- 
tients have been shown to be slow in information proc- 
essing, a finding that is more consistent in poor prog- 
nosis than good prognosis patients (16). Schizophrenic 
patients show greater distractibility and lower process- 
ing capacity on cognitive tasks than depressed patients 
and normal control subjects (17). Furthermore, it has 
been suggested that visual-spatial tasks, while selectively 
impaired in focal disease of the right hemisphere, may 
also be selectively affected in more globally distributed 
cerebral disease because of their dependence on response 
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time and the processing of new stimuli, rather than recall 
of familiar, previously learned material (18). 

Thus, greater violence, as well as greater neurological 
and neuropsychological impairment, may be character- 
istic of a more severe form of schizophrenia. While it has 
often been assumed that more severe schizophrenia is 
characterized predominantly by negative symptoms, the 
presence of assaultive behavior would be consistent with 
certain reports in the literature (19) of prominent nega- 
tive as well as positive symptoms in severely deteriorated 
schizophrenic patients. 
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Symptoms and Treatment Responses of Generalized 
Anxiety Disorder Patients With High Versus 
Low Levels of Cardiovascular Complaints 


Rudolf Hoehn-Saric, M.D., Daniel R. McLeod, Ph.D., and Wesley D. Zimmerli, B.S. 


Clinical observations suggest that patients with gen- 
eralized anxiety disorder differ in somatic symptoms. 
The authors compared 28 patients with generalized 
anxtety disorder who had high levels of cardiovascular 
complaints with 32 patients with generalized anxiety 
disorder who had low levels of cardiovascular com- 
plaints on rating instruments, physiological measures, 
and use of anxiolytic medication. The two groups dif- 
fered on somatic but not psychic symptoms on rating 
instruments. Patients with high levels of cardiovascu- 
lar symptoms had higher levels of cardiac lability 
and required higher doses of alprazolam. These find- 
ings suggest that anxious patients with comparable 
levels of psychic anxiety may differ in levels of physical 


symptoms. 
(Am J Psychiatry 1989; 146:854-859) 


he definition of generalized anxiety disorder in 

DSM-III-R stresses common features but fails to 
provide a sense of the diversity seen in clinical practice. 
Several studies (1-9) have shown that anxiety may not 
be a unidimensional phenomenon. Analyzing symp- 
toms reported by anxiety patients, Hamilton (3) found 
two factors that he called psychic and somatic anxi- 
eties. His findings were confirmed in a group of non- 
psychotic psychiatric patients by Buss (2) and in a gen- 
eral sample by Barratt (1). Schwartz et al. (6) argued 
that these factors represent processes which may need 
to be understood and addressed clinically as separate, 
albeit interacting, entities. 

Not only do patients with generalized anxiety dis- 
order differ considerably in psychic and somatic fac- 
tors, but each factor may be affected differentially by 
psychological interventions. Schwartz et al. (6) found 
that anxious persons engaged in physical exercise 
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classes reported more cognitive than somatic anxiety 
but that those who practiced passive meditation rated 
themselves equal on both dimensions. Norton and 
Johnson (5), who treated snake-phobic patients with 
yoga or progressive muscle relaxation, reported that 
subjects with high levels of cognitive anxiety re- 
sponded better to yoga than to relaxation exercise. The 
opposite was true for persons with high somatic anx- 
iety. Similar results were obtained by Tamaren et al. 
(7) in a group of students scoring differently on meas- 
ures of cognitive and somatic anxieties. 

Psychic and somatic anxieties may also respond dif- 
ferently to pharmacological interventions. We have 
found that the psychic symptoms of patients with gen- 
eralized anxiety disorder respond better to imipramine 
and that the somatic symptoms of such patients re- 
spond better to alprazolam (4). Tyrer and Lader (9) 
studied two groups of chronically anxious patients— 
one suffering mainly from somatic anxiety and one 
suffering mainly from psychic anxiety. They found that 
diazepam was more effective than placebo in both 
groups but that propranolol was superior to placebo 
only in the group with somatic anxiety, not in the 
group with psychic anxiety. 

Most studies treat somatic anxiety as a uniform 
component of anxiety without distinguishing among 
patients with different types of somatic symptoms. Al- 
though patients with anxiety exhibit a mixture of so- 
matic symptoms, clinical observations (10) suggest 
that muscular, cardiopulmonary, gastrointestinal, or 
genitourinary symptoms frequently dominate the clin- 
ical picture. 

We were impressed by the fact that some of our pa- 
tients with generalized anxiety disorder complained of 
a considerable degree of palpitations and increased per- 
spiration but that other patients, who expressed com- 
parable degrees of psychic anxiety, experienced few 
cardiopulmonary symptoms but complained predom- 
inantly of increased muscular tension and insomnia. 

The aim of this study was to examine, in a sample of 
patients with generalized anxiety disorder, whether 1) 
the severity of somatic symptoms varies independently 
of the severity of psychic symptoms, 2) some somatic 
symptoms, such as cardiovascular symptoms, vary in- 
dependently of other somatic symptoms, 3) patients 
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who differ in cardiovascular symptoms also differ in 
heart rate and heart rate variability, and 4) patients 
who differ in cardiovascular symptoms require differ- 
. ent types and levels of anxiolytic medication. Imipra- 
-mine and alprazolam were chosen on the assumption 
that all patients would respond to alprazolam but that 
only patients with high levels of cardiovascular com- 
plaints, which may be etiologically related to panic 
disorder (11, 12), would respond to imipramine. 


METHOD 


Patients were included in the study if they were di- 
agnosed as suffering from generalized anxiety disorder 
according to DSM-III-R and scored 18 or above on the 
Hamilton Rating Scale for Anxiety (3), 8 or above on 
the Covi Anxiety Scale (13), 5 or below on the Raskin 
Depression Scale (13), and 38 or above on the trait 
form of the State-Trait Anxiety Inventory (14). Pa- 
tients with major mental illness, a history of psychosis, 
or a history of recent substance abuse were excluded. 
Patients had to have been free of all psychotropic med- 
ication for at least 2 weeks before participating in the 
study. Sixty patients were included in the total sample. 

An attempt was made to include equal numbers of 
patients with high and low levels of cardiovascular 
complaints in the study. By using a score of 2 or above 
on the cardiovascular subscale of the Hamilton anxiety 
scale (3) as a criterion for a high level of cardiovascular 
complaints, the sample of 60 patients was divided into 
28 patients with high levels of cardiovascular com- 
plaints and 32 patients with low levels of cardiovascu- 
lar complaints. The cutoff score of 2 or above was 
chosen to ensure that the group with low levels of 
cardiovascular complaints contained patients without 
or with only mild cardiovascular complaints and the 
group with high levels of cardiovascular complaints 
contained patients with moderate to extreme cardio- 
vascular complaints. All patients signed an informed 
consent form approved by the Joint Committee on 
Clinical Investigation. 

Four rating scales that included somatic symptoms 
were administered: 1) the Hamilton anxiety scale (3), 
which differentiates between psychic and somatic 
symptoms, 2) the Hopkins Symptom Checklist-90 
(HSCL-90) (15), which has five subscales that record 
psychic symptoms and four subscales (anxiety, depres- 
sion, somatization, and sleep difficulties) that record 
somatic symptoms or a mixture of somatic and psychic 
symptoms, 3) the Somatic Symptoms Scale (16), and 4) 
a global rating of generalized anxiety. Scales that con- 
tained only psychic symptoms were the state and trait 
forms of the State-Trait Anxiety Inventory (14) and the 
Affects Balance Scale (17). The Hamilton and global 
scales were rated by an investigator; the remaining 
scales were completed by the patients. 

As part of a drug response study to be reported else- 
where, heart interbeat interval recordings were ob- 
tained every 200 msec for 5-minute periods before and 
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1 hour after a single oral dose of 0.5 mg of alprazolam 
or 25 mg of imipramine. Both medications were tested 
at the same time interval after ingestion to maintain 
the double-blind design. The two drugs were assigned 
randomly within the groups with high and low levels 
of cardiovascular complaints. Recordings were taken 
while the patient sat in a comfortable reclining chair in 
a dimly lit room. Baseline values were calculated from 
the last 5 minutes of a 15-minute recording. To assess 
within-subject variability, variance in heart interbeat — 
interval was cbtained from the 200-msec sampling 
points. Because trends in heart interbeat interval occur 
over time, variance was estimated by means of the 
mean square successive difference statistic (18). Details 
of the recording procedures have been described by 
McLeod et al. (19). 

The clinical effects of treatment on the total sample 
of patients have been described elsewhere (4). Patients 
continued to take the medications they had received 
during the psychophysiological examination for 6 
weeks. The double-blind design was preserved. During 
the first week the dose was fixed at three capsules a day 
(1.5 mg/day of alprazolam or 75 mg/day imipramine). 
During the subsequent 5 weeks the dose was adjusted 
according to tke clinical judgment of the investigators 
within a range of 1 to 12 capsules a day. Patients were 
required to remain on the same dose between the 
weekly visits. 


RESULTS 


The mean age of the patients was 41.3 years 
(range=23—60', and their mean level of education was 
14.7 years (range= 8-28). Thirty-five were women and 
25 were men. Fifty-three were white and seven were 
black. No significant differences between the two 
groups in demographic data were found. 

Correlations between the Hamilton cardiovascular 
subscale, by which the groups with high and low levels of 
cardiovascular complaints were initially differentiated, 
and each of the rating scales were examined by means of 
Spearman correlation coefficients. None of the correla- 
tions between the cardiovascular subscale of the Hamil- 
ton anxiety scale and scales containing only psychic items 
were significant (State-Trait Anxiety Inventory, trait: 
r,=0.11; State-Trait Anxiety Inventory, state: r,=0.09; 
Affects Balance Scale, index: r,=—0.21). On the other 
hand, all correlations between the cardiovascular sub- 
scale of the Hamilton anxiety scale and the scales con- 
taining somatic items were significant (p<0.01) (Ham- 
ilton anxiety scale: r,=0.73; Somatic Symptoms Scale: 
r,=0.49; HSCL-90: r,.=0.39). 

Table 1 provides a comparison of the rating scale 
scores of the two groups of subjects. A multivariate 
analysis (Hotelling’s T^) was followed by t tests ad- 
justed by the Bonferroni method. Both methods of 
analysis revealed significant differences between the 
patients with high and low levels of cardiovascular 
complaints on the scales containing somatic items: the 
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TABLE 1. Rating Scale Scores of Patients With Generalized Anxiety Disorder Who Had High (N=28) or Low (N=32) Levels of Cardiovas- 


cular Complaints 


Patients With High 
Complaint Levels 
Scale Mean SD 
Scales with somatic items” 
Hamilton anxiety scale 29.1 3:7. 
HSCL-90 1175 62.3 
Somatic Symptoms Scale 23.4 T2 
Global anxiety rating 2.9 0.3 
Scales with only psychic items“ 
State-Trait Anxiety Inventory 
Trait form $6.8 10.6 
State form 51.8 10.6 
Affects Balance Scale, index ~0.4 1.0 


Patients With Low 


Complaint Levels Analysis 
Mean SD t (df=58) Bonferroni t? Significance 
23.1 2.9 7.01 3.35 p<0.01 
75.8 37.0 3.09 2.80 p<0.05 
15.1 8.4 3.11 2.80 p<0.05 
2.6 0.5 3.59 3.35 p<0.01 
53.8 8.5 1.18 2.80 n.s. 
50.3 95 0.59 2.80 n.s. 
0.2 1.0 2.32 2.80 n.s. 


“Corrected for seven t tests performed. For nonsignificant comparisons, t corresponding to «=0.05 is provided. 


Hotelling’s T?=56.46, F=13.38, df=4, 55, p<0.0000. 
“Hotelling’s T*=5.59, F=1.8, df=3, 56, n.s. : 


Hamilton anxiety scale (rated 1 week after the initial 
rating that defined the two groups), the HSCL-90, the 
Somatic Symptoms Scale, and the global rating of anx- 
iety. Patients with high levels of cardiovascular com- 
plaints scored consistently higher than patients with 
low levels of cardiovascular complaints on these scales. 
Scales containing only psychic items—the state and 
trait forms of the Scatc Trait Anxiety Inventory and 
the Affects Balance Scale—failed to differentiate the 
two groups. 

The subscales of the Hamilton anxiety scale, the 
HSCL-90, the Somatic Symptoms Scale, and the Af- 
fects Balance Scale were examined next for differences 
between the groups with high and low levels of car- 
diovascular complaints. Table 2 shows subscales that 
contain predominantly somatic symptoms. Two sub- 
scales of the HSCL-90 that contain both psychic and 
somatic items (mixed subscales) are provided also. On 
the Somatic Symptoms Scale, only cardiopulmonary 
symptoms and sleep difficulty significantly differenti- 
ated the two groups. Similar results were found with 
the Hamilton anxiety scale, on which only scores for 
cardiovascular and respiratory symptoms were higher 
in the group with high levels of cardiovascular com- 
plaints than in the group with low levels of cardiovas- 
cular complaints. On the HSCL-90, the rating for so- 
matization, a factor that contains a variety of somatic 
symptoms, was higher in the group with high levels 
of cardiovascular complaints, as were ratings of sleep 
difficulty. 

Two subscales of the HSCL-90—the anxiety and de- 
pression subscales—contained both somatic and psy- 
chic items. The depression subscale failed to differen- 
tiate the two groups. However, the anxiety subscale, 
which contained the item heart pounding or racing, 
was higher in the group with high levels of cardiovas- 
cular complaints. 

Table 2 also provides Spearman correlation coeffi- 
cients-for the correlation between the cardiovascular 
subscale of the Hamilton anxiety scale with each of the 
subscales listed. Significant correlations were found for 
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the cardiopulmonary, muscular, gastrointestinal-geni- 
tourinary, and sleep difficulty subscales of the Somatic 
Symptoms Scale; for the respiratory and insomnia sub- 
scales of the Hamilton anxiety scale; and for the so- 
matization, sleep difficulty, and anxiety subscales of 
the HSCL-90. 

None of the psychic subscales of the Hamilton anx- 
iety scale, the HSCL-90, or the Affects Balance Scale 
differentiated the groups with high and low levels of 
cardiovascular complaints. 

Cardiovascular measures were obtained on 48 pa- 
tients, 21 in the group with high levels of cardiovas- 
cular complaints and 27 in the group with low levels of 
cardiovascular complaints. A three-way analysis of 
variance (Group by Drug by Time before and after 
medication for mean interbeat interval) showed a sig- 
nificant effect for Time (F=4.16, df=1, 44, p<0.05) 
but not for Drug. During the initial recording the two 
groups had similar mean interbeat intervals, corre- 
sponding to heart rates of 70.6 beats. per minute for the 
group with high levels of cardiovascular complaints 
and 70.3 beats per minute for the group with low lev- 
els of cardiovascular complaints. During the second 
recording the group with high levels of cardiovascular 
complaints showed a significant increase in interbeat 
interval, but the group with low levels of cardiovascu- 
lar complaints did not (see table 3). Interbeat interval 
variability (mean square successive difference) results 
were comparable. A three-way ANOVA showed an 
interaction between Time and Group (F=7.33, 
df=1, 44, p<0.02) but no Drug effect. Variability did 
not differentiate the two groups during the pre-drug 
session, but the group with high levels of cardiovascu- 
lar complaints showed a significant increase in inter- 
beat interval variability from the pre- to the post-drug 
recording. Although the mean interbeat interval was 
correlated with the interbeat interval mean square suc- 
cessive difference (r,=0.41, p<0.01) and the cardio- 
vascular subscale of the Hamilton anxiety scale was 
correlated with the cardiopulmonary subscale of the 
Somatic Symptoms Scale (r,=0.63, p<0.01), the phys- 
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TABLE 2. Subscale Scores of Patients With Generalized Anxlety Disorder Who Had High {N=28) or Low (N= £32) Levels of Cardiovascular 


Complaints 
Patients With High 
Complaint Levels 
Scale and Subscale Mean SD 
Somatic subscales 
Somatic Symptoms Scale“ 
Cardiopulmonary subscale 1.0 0.5 
Muscular subscale 12 0.5 
Headache subscale 1.4 1.0 
Gastrointestinal-genitourinary 
subscale 0.9 0.5 
Sleep difficulty subscale 2.1 1.0 
Hamilton anxiety scale‘ 
Cardiovascular subscale 22 0.5 
Respiratory subscale 22 0.5 
Muscular subscale 1.9 1.0 
Gastrointestinal subscale 1.9 1.0: 
Genitourinary subscale 2.0 1.0 
Autonomic subscale 2.2 0.5 
Insomnia subscale 2.4 0.5 
HSCL-908 
Somatization subscale 1.2 1.0 
Sleep difficulty subscale 2:5 1.0 
Subscales with somatic and psychic items 
HSCL-90® 
Anxiety subscale 1.6 1.0 
Depression subscale 1.5 1.0 


Patients With cow 


Complaint Levels Analysis 


Mean ` SD t (df=58) Bonferroni * r,? 
0.4 0.6 ve 4.10 . 3.259 0.654 
0.8 0.6 1.84 2.66 0.374 
1.5 0.6 0.44 . 2.66 0.08 
0.6 0.6 | 1.98 266 031° 
1.3 1.1 © 3.60 3.25% 0.285 
0.5 `- 06 9,59- 3.46% 

1.6 0.6 4.99 3.463 0.499 
2.2 1.1 2155. 2.89 0.05 
1.6 14 "1,06 2.89 0.17 
1.9 0.6 0.48 2.89 0.04 
1.9 0.6 1.76 °° 2.89 + 0.03 
1.8 1.1 2.43 . 289 0.25€ 
0.7. 0.6 "3.00 292° 0.515 
(3. -ki 4.64 3.477 0.419 
1.0 0.6 3.26 292° 0.44% 
1.1 0.6 = 72.07 2.92 0.14 


*Corrrected for number of t tests performed (equal to number of subscales on each scale). For nonsignificant comparisons, t corresponding 


„10 a= =0.05 provided. 


Correlation with cardiovascular subscale of the Hamilton anxiety scale. 


itive t tests performed. 





“p<0.01. 
“p<0.05. 
Nine t tests performed. 
STen t tests performed. 
TABLE 3. Heart Interbeat Intervals and Drug Doses of Patients With Generalized apie Disorder Who Had High or Low Levels of Cardlo- 
vascular Complaints 
Patients With High Patients With Low 
Complaint Levels Complaint Levels Analysis 
Item N Mean SD N Mean SD t df Significance 
Interbeat interval (msec) 
Baseline 21 850.1 121.4 27 853.5 133.4 0.08 46 n.s, 
Change score* 21 705° 100.8 27 16.35 78.6 2.09 46 p<0.05 
Interbeat interval variability (msec) i 
Baseline 21 746.2 809.9 27 1033.6 1040.4 0.08 46 n.s. 
Change score? 21 35397 7310 27 —178.1 631.7 2.70 46 p<0.01 
Alprazolam dose (mg/day) 
Week 2 of drug administration 12 A 0.7 12 19 0.9 0.60 22 n.s. 
Week 6 of drug administration 12 2.8% 1.3 12 1.8 0.9 2.30 22 p<0.03 
Imipramine dose (mg/day) 
Week 2 of drug administration 11 66.7 19.2 15 78.2 25.2 1.27 24 n.s. 
Week 6 of drug administration 11 86.4 40.5 15 88.6 44.8 0.13 24 n.s. 


“Difference between values obtained during morning and early afternoon. — 


be=3.21, df=40, p<0.005. 
“=2. 22, df=40, p<0.04. 
dt=2.57, df=22, p<0.03. 


iological measures were not correlated with scores on 
the rating scales. 

Table 3 also presents the average daily alprazolam 
and imipramine doses for the groups with high and 
low levels of cardiovascular complaints. Data were 
available for the 50 patients who completed 6 weeks of 


Am J Psychiatry 146:7, July 1989 


a double-blind drug trial. During the second week on 
medication both groups receiving alprazolam took 
comparable levels of the drug. By week 6, however, the 
patients with high levels of cardiovascular complaints 
were taking significantly more alprazolam than the pa- 
tients with low levels of cardiovascular complaints. 
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There were no group differences in imipramine dose at 
either week 2 or week 6. 


DISCUSSION 


Our study supports previous reports (1—4) that psy- 
chic and somatic anxieties are clinically separate, albeit 
interacting, entities. By dividing patients with general- 
ized anxiety disorder according to the severity of their 
cardiovascular symptoms we were able to obtain 
groups who had high and low levels of somatic anxiety 
but similar levels of psychic anxiety. This division was 
further supported by the lack of correlation between 
the cardiovascular subscale of the Hamilton anxiety 
scale and the anxiety scales that do not contain so- 
matic symptoms. Thus, the severity of psychic anxiety 
did not necessarily correspond to the severity of phys- 
ical anxiety symptoms. In addition, we were able to 
demonstrate that individual somatic symptoms may 
vary independently of each other. Our two groups of 
patients differed on cardiovascular and respiratory 
symptoms but not on muscular tension, headaches, 
gastrointestinal distress, or genitourinary symptoms. 
The cardiovascular subscale of the Hamilton anxiety 
scale intercorrelated only with subscales of the Hamil- 
ton anxiety scale that describe respiratory symptoms 
and sleep disturbances. Although it correlated with 
muscular and gastrointestinal-genitourinary symptoms 
on the Somatic Symptoms Scale, these correlations 
were generally low. The differences in correlations ob- 
tained on the two scales can be attributed to differ- 
ences in the wording of items or to differences in the 
interpretation of symptoms by patients and raters. Al- 
though these discrepancies need further examination, 
the overall results support the observation by Weiner 
(10) that somatic symptoms of anxiety do not consti- 
tute a global expression of the severity of anxiety but 
may differ according to individual predisposition. 
Thus, somatic symptoms should be examined not only 
as single factors but in functional subdivisions as 
well. The fact that investigators’ ratings were con- 
firmed by patients’ self-ratings increased the validity of 
the findings. 

Self-reports of somatic symptoms have failed to cor- 
respond with patients’ actual physiological states (20). 
This was also the case in this study; subjective ratings 
of cardiovascular symptoms and physiological meas- 
ures of heart activity failed to correlate with each 
other. Tyrer (8), who divided his anxiety patients on 
the basis of “subjective interpretation of symptoms” 
into somatic and psychic anxiety groups, found no 
physiological differences between the two groups. 
However, he reported a high correlation between self- 
ratings and physiological measures in the somatic anx- 
iety group but a low correlation in the psychic anxiety 
group. He concluded that ‘“‘somatically oriented pa- 
tients have a greater awareness of physiological 
changes” and that patients with psychic symptoms 
tend to disregard bodily feelings. Our findings suggest 
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that the differences between the two groups may con- 
sist not only of psychological differences but of phys- 
iological differences as well. Thus, it appears that psy- 
chological and physiological factors contribute to self- 
reported differences in cardiovascular symptoms. 

Differences in perception of somatic symptoms may 
also influence the response to pharmacotherapy. Tyrer 
(8) found that patients with somatic but not psychic 
anxiety responded more to propranolol than to pla- 
cebo. We have shown that alprazolam affects predom- 
inantly somatic symptoms whereas imipramine affects 
predominantly psychic symptoms (4). Although we 
failed to find qualitatively different drug effects be- 
tween the groups in the current study, we observed 
that the group with high levels of cardiovascular com- 
plaints required significantly higher levels of alprazo- 
lam than the group with low levels of cardiovascular 
complaints. No differences between the groups were 
found for imipramine levels. It is unlikely that this 
difference in alprazolam levels between patients with 
high and low levels of cardiovascular complaints was 
due to investigator bias. Although the investigators 
were not blind regarding the assignment of their pa- 
tients to the groups with high and low levels of car- 
diovascular complaints, they were blind to the type of 
medication prescribed. If bias were the reason for the 
group difference in dosage, the group with high levels 
of cardiovascular complaints would have received 
higher levels of both alprazolam and imipramine than 
the group with low levels of cardiovascular com- 
plaints. This was not the case. The use of medication 
by the groups with high and low levels of cardiovas- 
cular complaints corresponded to that expected in pa- 
tients with comparable levels of psychic symptoms but 
different levels of cardiovascular symptoms (4). 

In conclusion, our findings demonstrate the need to 
register psychic and somatic symptoms as well as 
symptom subgroups when examining and treating pa- 
tients with generalized anxiety disorder. Further stud- 
ies are needed to examine the degree to which bodily 
feelings correspond to a mental set and to actual phys- 
iological states and response patterns. 
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Relapse and Rebound Following Discontinuation 
of Benzodiazepine Treatment of Panic Attacks: 
Alprazolam Versus Diazepam 


Peter P. Roy-Byrne, M.D., Stephen R. Dager, M.D., Deborah S. Cowley, M.D., 
Peter Vitaliano, Ph.D., and David L. Dunner, M.D. 


The authors assessed the effects of partial tapering 
followed by abrupt discontinuation of alprazolam, di- 
azepam, and placebo in 40 patients with panic attacks. 


The anxiety scores and frequency of panic attacks of 


the three groups did not differ at the end of the initial 
2-week taper, but 1 week after abrupt discontinuation 
of the remaining medication, patients formerly taking 
alprazolam had greater increases in anxiety but no 
more panic attacks than did the otber patients. Be- 
cause of low statistical power, differences in benzodt- 
azepine half-lives, absence of multiple ratings, and im- 
balances between groups in clinical characteristics, 
these findings must be viewed as preliminary. 
(Am J Psychiatry 1989; 146:860-865) 


he clinical deterioration that often follows discon- 
tinuation of benzodiazepine treatment in anxious 
patients is a phenomenon that has been widely re- 
ported but less well studied. Such deterioration is often 
globally labeled as withdrawal but actually consists of 
es related phenomena: relapse (reemergence of the 
original anxiety state), withdrawal (the occurrence of 
“new,” time-limited symptoms that were not present 
as part of the original anxiety state and begin and end 
depending on the pharmacokinetics of the benzodiaz- 
epine), and rebound (an increase in anxiety above orig- 
inal baseline levels that may be a combination of re- 
lapse and withdrawal) (1). 

Separation of these three phenomena is often diff- 
cult, and many earlier studies made no attempt to do 
this. Although more recent studies of benzodiazepine 
withdrawal have used specialized scales to detect 

“new” symptoms (2) and more frequent ratings to de- 
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tect time-limited symptoms (3 oe it is still unclear wheth- 
er complete separation of relapse, rebound, and with- 
drawal is possible. 

The majority of studies of benzodiazepine “with- 

drawal” have considered mixed diagnostic groups of 
anxious patients and found that withdrawal reactions 
are more likely if benzodiazepines have been used for 
more than 8 months, if discontinuation is abrupt 
rather than tapered, if the drug has a short half-life, 
and if the patient has a pathological premorbid per- 
sonality style (1). More recently (4, 5), a high incidence 
(60%—80%) of withdrawal has been reported in two 
case series of patients with panic disorder taking al- 
prazolam for less than 8 months. A more recent and 
much larger study (6) reported a somewhat lower in- 
cidence (30%) of withdrawal in patients who had used 
alprazolam for less than 8 weeks, although this figure 
is larger than that reported with short-term use of 
other benzodiazepines in mixed groups of anxious pa- 
tients (1). Since previous studies have not examined 
withdrawal from other benzodiazepines in homo- 
geneous groups of patients with panic disorder, it 1s 
unclear whether these findings are due to a greater 
vulnerability to withdrawal in patients with panic dis- 
order or to the unique triazolobenzodiazepine struc- 
ture of alprazolam. A recent study (7) suggesting that 
alprazolam shows an unusual relationship between 
brain concentration and benzodiazepine receptor oc- 
cupancy at low concentrations provides a theoretical 
rationale for a potential difference between alprazolam 
and other benzodiazepines, 

To clarify this issue, we compared response to drug 
discontinuation in patients with panic attacks who 
were randomly assigned to treatment for 6 weeks with 
alprazolam, diazepam, or placebo. This study did not 
provide data to measure “new” symptoms, nor were 
ratings obtained during the course of taper. Therefore, 
this design cannot distinguish relapse and rebound re- 
actions from “true” withdrawal. Nonetheless, by as- 
sessing the relative change in symptoms of anxiety and 
panic in patients with panic disorder withdrawn from 
alprazolam, diazepam, or placebo, it sheds light on 
anecdotal claims that withdrawal from a triazoloben- 
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zodiazepine as opposed to other benzodiazepines is 
more likely to cause worsening symptoms of anxiety. 


METHOD 


Patients were participants in a double-blind study of 
the comparative efficacy of alprazolam versus diaze- 
pam versus placebo in a mixed group of anxious pa- 
tients (8). The 88 patients who originally entered this 
study were diagnosed according to DSM-III criteria: 
49 patients had panic disorder (all but one of these 
were included in the previously published report (8]), 
16 had generalized anxiety with infrequent panic at- 
tacks, and 23 had “pure” generalized anxiety. 

Because of evidence that patients with infrequent 
panic attacks resemble those with panic disorder in age 
at onset (9), symptom profile (9), lactate responsivity 
(10, 11), and clinical characteristics (10), we included 
in this study all 71 patients who had panic attacks at 
baseline or during the treatment phase of the study 
regardless of the frequency of panic attacks. Specifi- 
cally, this group comprised the 49 patients with panic 
disorder, the 16 patients with panic attacks too infre- 
quent to meet criteria for panic disorder at baseline, 
and six of the 23 patients originally diagnosed as hav- 
ing generalized anxiety disorder who had panic attacks 
during the early part of the treatment phase. Panic 
attacks were assessed by psychiatrists at weekly inter- 
views and met full DSM-III criteria. 

The tablets used in the study contained 1 mg of 
alprazolam, 10 mg of diazepam, or placebo and were 
administered three times a day with titration until side 
effects intervened. Patients were assessed at week 1 
(following 1 week of placebo washout) and at weeks 2, 
3, 5, and 7 during the course of treatment. At week 7, 
the mean+SD number of pills taken by the placebo 
group (7.5+2.9) was significantly greater than that 
taken by the patients given alprazolam (4.3+2.8) or 
diazepam (5.6+3.1) (F=4.2, df=2, 37, p<0.03). 

Following week 7, tablets for each treatment group 
were tapered gradually over the next 2 weeks at a rate 
of one every 3 to 5 days. The rates of taper were not 
significantly different in the three groups (F=0.46, 
df=2, 36). By week 9, the mean number of tablets for 
the three groups had been reduced by approximately half 
(alprazolam=2.4+1.2, diazepam=2.9+1.6, placebo= 
4,743.6) (F=3.5, df=2, 37, p<0.05). At week 9, pla- 
cebo replaced active medication under single-blind con- 
ditions. The taper off placebo was completed by week 
10. Patients were assessed at week 9 (taper approxi- 
mately half complete) and week 10 (1 week after abrupt 
discontinuation of active medication). During this last 
week all patients continued to take capsules, although a 
smaller number than during treatment. Thus, they were 
aware that their drug was being decreased but not that it 
had been discontinued at week 9. 

Of the 71 patients with panic attacks who entered 
the study, 31 dropped out between weeks 1 and 9. The 
relative dropout rates for each group before and after 
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taper were compared by using chi-square analyses to 
the proportions expected by the relative durations of 
these conditiors (6 and 3 weeks) to determine whether 
dropout was more likely to occur during taper or dis- 
continuation and whether it might constitute a meas- 
ure of withdrawal. In addition, dropout rates during 
taper were compared among the three groups to de- 
termine if a particular drug was associated with higher 
dropout rates during taper, which would suggest that 
withdrawal may have been more difficult for this 
group. 

Forty patients completed the trial: 13 patients treated 
with alprazolam, 15 patients treated with diazepam, and 
12 patients given placebo. Two of the twelve placebo 
patients were rated only at week 9, so the placebo cell 
size for week 20 is 10. There were four patients with 
agoraphobia in the alprazolam group and one each in the 
diazepam and placebo groups. Patients ranged in age 
from 19 to 63 years (meant+SD=33.1+9.9). There were 
14 men and 26 women. The distributions of age 
(F=0.31, df=2, 37) and sex (F=1.8, df=2, 37) in the 
three groups were not significantly different. 

The major assessments at each week were Hamilton 
Rating Scale for Anxiety (12) scores and frequency of 
panic attacks. Because response to treatment was not 
the primary focus of this report and also to minimize 
the number oz post hoc tests performed, scores at 
weeks 2, 3, and 5 were averaged to yield five time 
points for analysis: week 1; the mean of weeks 2, 3, 
and 5; week 7; week 9; and week 10. A split-plot 
analysis of variance (ANOVA) (between and within 
groups) was performed on the Hamilton anxiety scale 
scores, and subsequent between- and within-group 
analyses over time were used to compare relapse and 
rebound among the three groups. Between-group anal- 
yses were performed at the different time points to 
compare the three groups during treatment and with- 
drawal, and within-group analyses were performed to 
look for treatment and withdrawal effects in the indi- 
vidual groups. Because the distribution of panic at- 
tacks was skewed, a nonparametric (repeated meas- 
ures) Friedman’s test was performed on frequency of 
panic attacks over time to assess therapeutic efficacy 
and withdrawal in the individual groups. Kruskal- 
Wallis one-way ANOVAs were also performed to 
compare the frequency of attacks in the three groups at 
the various time points. 

We also compared the frequency of individual re- 
lapse and rebound across the groups at weeks 9 and 10 
using chi-square analyses (or Fisher’s exact test for cell 
frequencies less than 5). Indivicual relapse was defined 
as 1) a 50% increase in Hamilton anxiety scale score 
over week 7 (to parallel traditional definitions of anx- 
iolytic response as a 50% reduction) and an absolute 
increase in Hamilton anxiety scale score of at least 5 
points over week 7 to control for high percentage in- 
creases due to low scores at week 7 and 2) an increase 
in panic attacks at weeks 9 and 10 over week 7. Indi- 
vidual rebounc was defined as 1) a 10% increase in 
Hamilton anxiety scale scores over week 1, in keeping 
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with a previously published study of rebound (13), and 
2) an increase in panic attacks over week 1. Compar- 
isons using the placebo group were performed to con- 
trol for clinical deterioration due to drug discontin- 
uation and loss of pharmacological effect and/or 
withdrawal versus deterioration due to perceived re- 
duction in number of pills taken. 

Finally, because any observed increases in anxiety or 
panic attacks during discontinuation might partially 
reflect frequency of panic attacks before either treat- 
ment or remission of symptoms, we examined relapse 
as a function of certain clinical characteristics of pa- 
tients before discontinuation. Since the cell sizes of 
treatment groups dichotomized by various character- 
istics were too small for statistical analysis, frequency 
of relapse was determined for heuristic purposes in 
patients with panic disorder (N=23) compared with 
patients with infrequent panic (N= 17); patients remit- 
ted (no panic attacks) at week 7 (N=24) compared 
with those who still had panic attacks (N=16); and 
patients who had more (four or more) (N=21) or 
fewer (three or fewer) (N=19) panic attacks per week 
than the median number for all three groups. Week 10 
data were used for all patients except for the two pla- 
cebo patients who had ratings for only week 9. 


RESULTS 


Dropout rates over the entire study were similar in 
all three groups (11 [46%] of 24 in the alprazolam 
group, seven [32%] of 22 in the diazepam group, and 
13 [52%] of 25 in the placebo group) (x*=2.0, df= 2). 
Dropout rates during taper (3-week duration) com- 
pared with active treatment (6-week duration) were 
not significantly different from the 33% rate expected 
by chance and also were not significantly different 
among the three groups (four [36%] of 11 for the 
alprazolam group; one [14%] of seven for the diaze- 
pam group; five [38%] of 13 for the placebo group) 
(y7=1.3, df=2). Thus, in this study, discontinuation 
did not contribute to dropout rates any more than did 
other events occurring during the treatment phase, 
such as nonresponse or side effects. 

The ANOVA on Hamilton anxiety scale scores re- 
vealed a significant Group by Time interaction (F=5.7, 
df=2, 35, p<0.001), suggesting that the groups changed 
differentially. Time tests for the three separate groups 
revealed that they all improved with treatment (for the 
alprazolam group, F=26.6, df=2, 24, p<0.001, for the 
diazepam group, F=32.6, df=2, 28, p<0.001; for the 
placebo group, F=10.1, df=2, 22, p<0.001). The results 
of these tests were still significant even after correcting 
for deviations from lack of compound symmetry in the 
covariance matrix of the repeated measures (14). Al- 
though none of the three groups showed any change in 
anxiety during taper, both the alprazolam and diazepam 
groups showed an increase in anxiety following abrupt 
discontinuation at week 10 (p=0.03 and p=0.045S, 
Sheffé, respectively). 
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FIGURE 1. Anxiety Scores During Discontinuation of Alprazolam, 
Diazepam, or Placebo of Patients With Panic Attacks 
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Between-group analyses showed that there were no 
differences at the start (F=0.2, df=2, 37) or end (F= 
1.9, df=2, 37) of treatment, although patients in the 
diazepam group responded earlier and were signifi- 
cantly more improved at mid-treatment than the alpra- 
zolam group (F=5.0, df=2,37, p<0.02; p=0.02, 
Scheffé) (see figure 1). Following the 2-week taper, the 
Hamilton anxiety scale scores of the three groups were 
not significantly different (F=1.5, df=12, 36), but 1 
week after abrupt discontinuation the alprazolam 
group had significantly higher scores than the diaze- 
pam and placebo groups (F=7.3, df=2, 35, p<0.002; 
p=0.03 and p=0.004, Scheffé, respectively). 

There was a reduction in panic attacks with both 
alprazolam (y°=4.6, df=2, p<0.10) and diazepam 
(y7=6.4, df=2, p<0.05) but not placebo (y*=1.6, 
n.s.) (Friedman’s test). In contrast to the results with 
Hamilton anxiety scale scores, there was no statisti- 
cally significant increase in panic attacks in any of the 
groups following taper and abrupt withdrawal (alpra- 
zolam, y7= 1.6; diazepam, y*=3.4; placebo, Cek: 
Comparisons of the groups at the different time points 
showed no differences in frequency of attacks between 
groups at the beginning (H=0.96, df=2), middle 
(H=4.35, df=2), or end (H=3.34, df=2) of treatment; 
following taper (H=3.74, df=2); or following abrupt 
discontinuation (H=0.46, df=2). 

Comparison of individual relapse rates supported 
these group analyses (see table 1). There were no sig- 
nificant differences among the groups following taper 
(week 9) in relapse rates as defined by changes in 
Hamilton anxiety scale score (y*=0.71) and frequency 
of panic attacks (y*= 1.1). Following abrupt discontin- 
uation (week 10), there was a significant difference 
among the groups (x°=8.7, df=2, p<0.02): a signifi- 
cantly higher proportion of the patients treated with 
alprazolam than patients given placebo relapsed ac- 
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TABLE 1. Response of Patients With Panic Attacks to Tapering (Week 9) or Abrupt Discontinuation (Week 10) of Benzodiazepines or 


Placebo 
Alprazolam 
Week 9 Week 10 
(N=13) (N=13) 
Measure N Yo N % 
Relapse 
50% increase over week 7 
and absolute increase over 
week 7 in Hamilton anxiety 
scale scores 2 15 9 69 
Increase over week 7 in panic 
attacks 3 23 6 46 
Rebound 
10% increase over week 1 in 
Hamilton anxiety scale 
scores 1 8 6 46 
Increase over week 1 in panic 
attacks 2 15 2 15 


Diazepam Placebo 
Week 9 Week 10 Week 9 Week 10 
(N=15) (N=15) (N=12) (N=10) 
N %o N % N %o N %o 
3 20 5 33 1 8 1 10 
Z 13 3 33 1 8 1 10 
1 7 1 7 1 8 1 10 
0 0 3 20 3 25 1 10 


TABLE 2. Effect on Relapse Rates After Abrupt Discontinuation (Week 10)" of Benzodiazepines or Placebo of Clinical Characteristics of 


Patients With Panic Attacks 


Alprazolam 
Hamilton Panic 
Criteria Attacks* 
Clinical Characteristic N N %o N % 
Diagnosis of panic disorder 7 4 57 4 $7 
Infrequent panic attacks 6 5 83 2 33 
Not remitted at week 7 5 3 60 3 60 
Remitted at week 7 8 6 75 3 38 
Four or more panic attacks 
per week 10 8 80 5 50 
Three or fewer panic at- 
tacks per week 3 1 33 1 33 


„Two placebo patients were rated at week 9 (during tapering). 


Diazepam Placebo 

Hamilton Panic Hamilton Panic 

Criteria Attacks® Criteria Attacks* 

N % N % N N % N % 

4 40 3 30 6 0 0 1 17 
5 1 20 2 40 6 1 16 0 0 
4 1 25 1 25 7 1 14 1 14 

4 36 4 36 5 0 0 0 0 


550% increase in Hamilton anxiety scale score over week 7 and absolute increase in score over week 7. 


“Increase over week 7 in panic attacks. 


cording to their Hamilton anxiety scale scores (p< 
0.01, Fisher’s exact test, two-tailed). The proportion 
of patients who relapsed after receiving diazepam 
was intermediate and not significantly different from 
that of patients given either alprazolam or placebo. In 
contrast, the proportion of patients in the three groups 
who experienced increases in panic attacks at week 
10 was not significantly different (x*=3.4), although 
the figures in both drug groups (46% and 33%) were 
considerably higher than that in the placebo group 
(10%). 

Comparison of individual rebound anxiety and 
panic attack rates also yielded a similar pattern of re- 
sults (see table 1). Although there were no differences 
aoe the groups at week 9 in rebound as defined by 

a re -baseline Hamilton anxiety scale scores 

=0.85, df=2, p=0.65), or in the frequency of panic 
lire (x7=3.9, df=2, p=0.15) at week 10, the three 
groups differed in the proportion of patients with 
higher Hamilton anxiety scale scores (y7=10.29, 
df=2, p<0.005). A significantly higher proportion of 
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alprazolam patients had rebound anxiety than did di- 
azepam patients (p<0.03, Fisher’s exact test, two- 
tailed) or placebo patients (p<0.02, Fisher’s exact test, 
two-tailed). As with the findings for panic attack re- 
lapse, however, there was no significant difference 
among the groups in the „proportion of patients with 
rebound panic attacks (y7=0.45). 

Table 2 provides data on relapse rates according 
to patients’ clinical characteristics before drug or 
placebo discontinuation. Although these characteris- 
tics do not appear to contribute to relapse defined by 
increases in Hamilton anxiety scale scores (i.e., the 
rates are similar in patients with and without higher 
versus lower attack frequencies before discontinua- 
tion), they do appear to contribute to relapse defined 
by increases in the frequency of panic attacks. More 
specifically, the nonsignificantly higher relapse rates in 
the alprazolam (46%) versus the diazepam (33%) and 
placebo (10%) groups (table 1) appeared to be con- 
fined to patients who had had more panic attacks be- 
fore discontinuation. 
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DISCUSSION 


These findings suggest that there was little difference 
between groups when drugs were tapered to approxi- 
mately half the original dose (week 9) but that 1 week 
after single-blind abrupt discontinuation of the re- 
maining medication (week 10) there were greater in- 
creases in anxiety but not in the frequency of panic 
attacks in patients with panic disorder withdrawn 
from alprazolam than there were in patients with- 
drawn from diazepam or placebo. Furthermore, pa- 
tients withdrawn from diazepam showed significant 
increases in anxiety following abrupt discontinuation 
in contrast to placebo patients, who showed no signif- 
icant change. 

Our failure to find differences at week 9 suggests 
that, during the initial tapering of benzodiazepine 
treatment in patients with panic disorder, there is little 
symptom exacerbation relative to that seen following 
abrupt discontinuation (week 10), despite patients’ 
awareness of drug tapering. This is in agreement with 
the only study of alprazolam withdrawal in panic dis- 
order which showed that anxiety increases were con- 
fined to the final stages of taper and 1 week thereafter 
(6), although abrupt discontinuation is not compara- 
ble to the final stages of a gradual taper. These findings 
reinforce the current clinical practice of tapering rather 
than abruptly discontinuing benzodiazepines. 

The greater increases in anxiety 1 week after abrupt 
discontinuation of medication in patients taking alpra- 
zolam versus diazepam is noteworthy. These findings 
did not seem to be related to differences in clinical 
characteristics among the treatment groups before dis- 
continuation. Similar findings regarding anxiety levels 
have been noted in two separate studies comparing 
diazepam with lorazepam (15) and bromazepam 
(13) in mixed groups of anxious patients. The relapse 
(15) and rebound (13) noted in these studies have been 
attributed to the shorter half-lives of lorazepam and 
bromazepam; in one study (13), relapse and rebound 
were present only in patients who had their drug 
abruptly discontinued rather than tapered. By week 10 
of our study, blood levels of diazepam were probably 
greater than those of alprazolam because of the longer 
half-life of diazepam. Thus, it is possible that another 
week of ratings might have uncovered additional in- 
stances of withdrawal in diazepam patients. 

Although there were no significant differences in fre- 
quency of panic attacks during discontinuation, the 
small cell sizes in these analyses, as well as the nonpar- 
ametric statistics used, prevent detection of any but the 
most sizable differences (i.e., there is a greater proba- 
bility of type IJ error). Thus, it must be noted that, 
although nonsignificant, the frequency of increases in 
panic attacks was 50% higher in patients who had 
been taking alprazolam than in those who had been 
taking diazepam and three times greater in patients 
who had been taking diazepam compared with those 
who had been taking placebo. This trend for increases 
in the frequency of panic attacks in the alprazolam 
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group appeared to be at least partly a function of the 
greater frequency of panic attacks in these patients at 
baseline and before discontinuation and suggests that 
these increases represent a return of panic attacks 
rather than a withdrawal syndrome. 

Despite the greater incidence of increased anxiety 
following alprazolam withdrawal, these results stand 
in contrast to the finding of Fyer et al. (5) that 14 of 17 
patients taking alprazolam were unable to complete a 
gradual taper. In the current study, only four of the 11 
alprazolam patients who dropped out did so during 
taper, and it did not appear that failure to complete 
was due to withdrawal because a similar proportion of 
placebo patients dropped out at this point. Further- 
more, the incidence of panic attack increases was fairly 
similar in both drug groups and comparatively lower 
than that observed in the Fyer et al. study (5). The 
design of our study, in which patients were switched to 
placebo capsules between weeks 9 and 10, may partly 
account for this difference. Pecknold et al. (16) showed 
that continued placebo treatment in anxious patients 
abruptly withdrawn from benzodiazepines may atten- 
uate the reemergence of symptoms of anxiety. Thus, 
“withdrawal” symptoms in patients no longer taking 
pills is a combination of true withdrawal and “pseudo- 
withdrawal” (i.e., negative placebo response to perceived 
drug discontinuation). 

It should also be noted that, despite randomization, 
the clinical features of the alprazolam and diazepam 
groups were not comparable. Although not statisti- 
cally significant, in the diazepam group there were 
fewer patients with agoraphobia, fewer patients with 
four or more panic attacks per week during the study, 
and fewer patients who dropped out. In addition, di- 
azepam patients appeared to respond more rapidly 
during the initial treatment phase. These findings all 
suggest that patients in the diazepam group who com- 
pleted the study may have been different in certain 
ways from other patients who completed the study 
despite having comparatively high Hamilton anxiety 
scale scores at baseline. 

Finally, Rickels et al. (15) suggested that weekly rat- 
ing intervals are inadequate for detecting the full range 
of relapse, rebound, and withdrawal phenomena be- 
cause symptom increases may be transient (several 
days) and go undetected with weekly assessments. 
Given this fact, it is possible that we might have missed 
important differences between weeks 7 and 9 and 
weeks 9 and 10. Thus, our finding that discontinuation 
of alprazolam treatment is associated with greater in- 
creases in anxiety than is discontinuation of diazepam 
must be regarded as tentative and followed up with a 
study in which the patient groups are more compara- 


ble and rating intervals are more frequent. Use of a 


similarly short half-life benzodiazepine as a compari- 
son drug would also be important, since this would 
allow separation of the relative effects of half-life and 
triazolobenzodiazepine structure. 
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Startle Modulation in Children 
With Posttraumatic Stress Disorder 


Edward M. Ornitz, M.D., and Robert S. Pynoos, M.D., M.P.H. 


Startle responses to bursts of white notse were re- 
corded as blink reflexes 17-21 months after a trau- 
matic event in six children with posttraumatic stress 
disorder (PTSD) and in six normal control children. A 
seventh child with PTSD was studied on four occa- 
sions during the 2 years following a stressful event. 
The startle responses were modulated by nonstartling 
acoustic prestimulation in order to study the inhibitory 
and facilitatory modulation of startle reaction by 
brainstem mechanisms. The children with PTSD expe- 
rienced a significant loss of the normal inhibitory mod- 
ulation of startle response, suggesting that the trau- 
matic experience had induced a long-lasting brainstem 
dysfunction. 

(Am J Psychiatry 1989; 146:866—870) 





P osttraumatic stress disorder (PTSD) shows symp- 
toms suggesting persistent hyperarousal, including 
insomnia, hypervigilance, autonomic hyperreactivity, 
and exaggerated startle responses (DSM-III-R). The 
sleep disorder (1-3) and the autonomic hyperreactivity 
(4—9) have been studied in the laboratory. Although 
abnormal startle response has been well documented 
in PTSD (5, 10—12), it has not been subjected to sys- 
tematic neurophysiologic study. Biochemical studies 
and pharmacologic effects suggest central noradrener- 
gic dysregulation in PTSD (13), and clonidine, which 
ameliorates hyperarousal in PTSD (14), decreases nor- 
adrenergic action and inhibits startle response (15). 
Neurophysiologic studies of stress-induced alter- 
ations of startle reaction in the rat (16—18) may pro- 
vide useful animal models of PTSD. In the laboratory, 
the startle response, a flexor motor response to a sud- 
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den stimulus (19, 20), is measured as whole body 
movement in the rat and as the magnitude of the reflex 
eye blink in human beings. 

Startle modulation in the rat and in humans is me- 
diated by polysynaptic brainstem mechanisms (21— 
23), with further modulation in humans by cortically 
mediated attention toward or away from eliciting stim- 
uli (24-29). 

Startle modulation by brainstem mechanisms can be 
induced in the rat and in humans if nonstartling stimuli 
precede the startling stimulus (30-35). Such warning 
stimuli can facilitate or inhibit response magnitude in 
subjects in nontask experiments without instruction, 
given certain temporal relationships between warning 
stimuli and startling stimuli (23, 34). Such effects are 
primarily brainstem mediated (15, 22, 36), and two 
classes of brainstem neurons have been associated with 
warning stimulus influence on startle reaction (30). 
One class of neurons is responsive to stimulus change 
when brief (20-200 msec) warning stimuli are pre- 
sented within about 250 msec of startling stimuli; in 
mature subjects, that class of neurons inhibits the mag- 
nitude of startle response (35, 37). The other class of 
neurons is responsive to sustained stimulation (2000 
msec or longer) and facilitates startle reaction (32). 
Since persistent exaggerated startle responses occur in 
PTSD, we anticipated that patients suffering from 
PTSD would show diminished startle inhibition in re- 
sponse to stimulus change at short warning intervals 
and augmented startle facilitation in response to sus- 
tained stimulation during longer warning intervals. 

Recently, it has been demonstrated that PTSD oc- 
curs in children exposed to a life-threatening violent 
event (38). We present here a neurophysiologic study 
of startle modulation by prestimulation in a sample of 
such children who had been under fire during a sniper 
attack at their school playground that resulted in many 
injuries and two fatalities. In addition, we present the 
change in startle modulation in a single child over a 
period of 2 years following the murder of his father. 
These children’s responses are compared to those of 
normal control subjects and to normative startle mod- 
ulation data (39). We investigated startle modulation 
in children with PTSD and shall try to relate the find- 
ings to a neurophysiologic model derived from animal 
studies. 
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METHOD 


Six children, two’ boys and four girls between the 
ages of 8 and 13 years, in third to sixth grades at 
school, who had been under sniper fire on their school 
playground were studied on one occasion. Six normal 
control children from a different neighborhood, 
matched for age and sex, were also studied on one 
occasion. The traumatized children were studied 17- 
21 months after the event. Three had received direct 
fire and three had been pinned down on the play- 
ground. All six were preselected as meeting the DSM- 
III criteria for PTSD and as unequivocally exhibiting 
exaggerated posttrauma startle responses and hyper- 
vigilance. The diagnosis of PTSD required agreement 
in the data from three sources: self-report on the Child 
PTSD Reaction Index (38), parent report, and clinical 
assessment based on individual interviews. All subjects 
were in good health and not taking any medication. 

An additional child with PTSD had witnessed his 
father’s murder by a rifle shot. He exhibited excessive 
startle reactions in school (e.g., to the static noise of a 
microphone or to classmates yelling out answers). His 
posttrauma sleep disturbance was determined by poly- 
somnography to be due to stage IV sleep phenomena 
(motor restlessness and terrified vocalizations). He was 
studied four times when he was between 7 and 9 years 
of age, from 6 weeks to 2 years after the traumatic 
event. He was receiving clonidine (to treat the sleep 
disturbance) before his last session. 

Each child received an audiometric examination on 
the day of the test. One of the traumatized children 
had a 20-dB (SPL) hearing loss in one ear. A seventh 
traumatized child from the school sniper incident was 
not used because of >20-dB hearing loss in both ears. 
Written informed consent was obtained from all par- 
ents and children. ; 

Warning stimuli (75-dB [SPL], 1000-Hz tones with 
4-msec rise and fall times) and startle stimuli (104-dB 
[SPL], zero-rise-time, 50-msec bursts of white noise) 
were presented binaurally through TDH-49 circumau- 
ral earphones. The zero-rise-time brief bursts of white 
noise, rather than, for example, recordings of gun 
shots, were used as startling stimuli to facilitate com- 
parison of the results with those obtained previously 
(39), to permit the use of normal children as control 
subjects, and because quantitative study of startle re- 
sponse and its modulation requires control over the 
rise time of the acoustic startling stimuli (19, 30, 31). 

During each session, startling stimuli were presented 
1) alone, 2) preceded by 25-msec warning stimuli 120 
and 250 msec before the startling stimuli, and 3) pre- 
ceded by sustained warning stimuli for 800 and 2000 
msec before the startling stimuli. These five stimulus 
combinations were arranged in blocks of five trials 
each. Each type of trial occurred once in each ordinal 
position within the blocks. Each subject within each 
group started on the next successive block to balance 
order across subjects. 
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An orbicularis oculi electromyogram (EMG) was re- 
corded from surface electrodes below the left lower 
eyelid margin. The EMG was AC-amplified (filters at 
half-amplitude 100-1000 Hz) and rectified and 
smoothed through a Coulbourn contour-following in- 
tegrator (using a time constant of 700 msec). The out- 
put was digitized on a DEC 11/23 laboratory com- 
puter at a 500-Hz sampling rate. Peak amplitude 
within a 20—105-msec period after the startling stim- 
ulus was used to measure the startle response. 

The subjects were familiarized with the laboratory 
and exposed to one sample warning stimulus and one 
startling stimulus. Then the electrodes were applied. 

The subjects were given their choice of movies with- 
out sound and were instructed to watch the television 
set. They were told that the picture would be period- 
ically turned off, at which time the warning stimulus, 
the startling stimulus, or both might be presented, and 
then the picture would come right back on. The tele- 
vision facilitated constant attention and arousal level 
throughout the experiment. The television picture was 
blanked out 2.5 seconds before trials in order to avoid 
interference with the auditory stimuli by a simulta- 
neous conflicting visual stimulus. Visual and auditory 
monitoring of subjects through closed-circuit televi- 
sion and a room-to-room intercom complemented 
physiologic monitoring of tonic EMG activity, vertex 
EEG activity, heart rate, and eyelid position (by verti- 
cal direct-current electro-oculogram). These measures 
were made for a period of 2 minutes while ranges were 
established and then used to define a state of quiet 
alertness specific for each subject. Trials were pre- 
sented according to a bounded random schedule of 
minimal intertrial intervals every 25—45 seconds. The 
computer withheld or aborted trials if the subject’s 
state had changed so that the baseline physiologic mea- 
surements were outside the established range. Aborted 
trials were possible up to the time of startling stimulus 
onset and included two situations: 1) television picture 
off but all auditory stimuli withheld due to change in 
subject’s state, then television back on; 2) television 
off, warning stimulus initiated but startling stimulus 
withheld due to unacceptable values within the final 
200 msec before onset of the startling stimulus, then 
television back on. Intervals between completed trials 
were the sum of the minimal intertrial interval chosen by 
the computer and the additional time consumed waiting 
for the appropriate subject state. This method minimized 
the number of trials that could not be used because of 
artifact and ensured a relatively constant baseline physi- 
ologic state before stimulation. These procedures have 
been described in detail elsewhere (39). 

All 12 subjects (the six children who had been on the 
playground and the six control children) completed 
three blocks (15 trials), and data analyses were based on 
these 180 trials. Only two trials (1.1%) had to be dis- 
carded (because lid or eye movements occurred during 
the 20 msec just after onset of the startling stimulus). 
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STARTLE MODULATION IN CHILDREN WITH PTSD 


FIGURE 1. Modulation of Startle Amplitude by Prestimulation in Six 
Children With PTSD and in Six Control Children 
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Amplitudes (log transformed) in each type of trial 
and the differences between warned and unwarned re- 
sponses in the traumatized children and the control 
subjects were compared by means of paired t tests. 


RESULTS 


The startle responses of the traumatized children 
were smaller than those of the control children in all 
five types of trials. For the unwarned trials, this differ- 
ence was statistically significant (t=2.97, df=5, p= 
0.03, two-tailed). In the traumatized children, the star- 
tle response was too small to measure on 11 of 90 
trials, while only three of 90 trials were too small to 
measure in the control subjects. On the television mon- 
itor, four of the six traumatized children were visually 
observed to have barely perceptible blink responses to 
the startling stimuli, and the amplitudes of the EMG- 
derived responses were proportionally small. None of 
the control children had unusually small responses. 

Amplitude modulation was evaluated by subtracting 
the log-transformed values of the responses to the un- 
warned startling stimuli from the values of the re- 
sponses to the warned startling stimuli for each subject 
(figure 1). The startle response modulation for the 8— 
13-year-old children in the control group was almost 
identical to that reported for larger groups of normal 
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FIGURE 2. Changes in Startle Amplitude Modulation During a 2- 
Year Period Following Trauma in a 7-Year-Old Boy and Values for 
Normal 8-Year-Olds 
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8-year-olds and adults (39). In contrast, the trauma- 
tized children showed less startle response inhibition in 
response to prestimulation at 120- and 250-msec 
warning intervals and more startle response facilita- 
tion in response to sustained prestimulation for 800 
and 2000 msec. The group differences were statisti- 
cally significant for the responses to the two sustained 
prestimulations. 

The child who had witnessed his father’s murder was 
studied at ages 7 years 1 month, 7 years 10 months, 
8 years 7 months, and 9 years 0 months. The ampli- 
tude of his reponse to the unwarned startling stimuli 
was greater than the mean amplitude of the other chil- 
dren with PTSD and similar to that of the control chil- 
dren on each occasion. Compared to normal 8-year- 
old boys (39), he showed normal values for startle 
amplitude modulation in response to 2000-msec sus- 
tained tones during each of the four sessions, a slight 
increase in facilitation in response to the 800-msec sus- 
tained tones during the first session, and marked loss 
of inhibition in response to the two short warning in- 
tervals during the first and second sessions (figure 2). 
Across the four sessions there was a progressive shift in 
amplitude modulation in the direction of increasing 
startle response inhibition. Between 19 and 24 months 
after the trauma, all of this child’s responses approxi- 
mated normal values for startle modulation. Interpre- 
tation of the results at 24 months after the trauma is 
complicated, since the child was taking clonidine, a 
potent startle inhibitor (15). 
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DISCUSSION 


The “symptoms of release” (4) in PTSD, including 
the startle reaction, have been described in terms of a 
“conditioned emotional response” (4, 11, 40) in which 
the sights and sounds of the traumatic event serve as 
conditioning stimuli that potentiate the innate startle 
response. Activation of the conditioned startle re- 
sponse is said to require meaningful visual and audi- 
tory stimuli that simulate the actual stimuli of, for ex- 
ample, combat (11). The startling stimuli used in this 
study were not designed to simulate the sounds of gun- 
shots; rather, these sudden short bursts of white noise 
are described by most children as a loud hiss. Hence, 
the relative loss of prestimulation-induced inhibitory 
startle modulation should be due to different, but per- 
haps related, neural mechanisms from those which un- 
derlie the conditioned emotional responses of PTSD. 

A reasonable animal model for the conditioned emo- 
tional response concept of startle pathology in PTSD is 
the fear-potentiated startle paradigm (16, 17). The am- 
plitude of the rat startle response to sudden loud 
sounds is augmented in the presence of light that has 
previously been paired with painful shocks (41). The 
light itself does not elicit a startle reaction, and the 
sounds have not been paired with the shocks. Potenti- 
ated startle reaction occurs when the startle responses 
to the sounds are greater in the presence of the light 
(the conditioned stimulus) than in the dark. The pri- 
mary acoustic startle circuit in the brainstem (ear to 
ventral cochlear nucleus to ventral nucleus of lateral 
lemniscus to nucleus reticularis pontis caudalis to ef- 
fector muscles) (21) is modulated by more rostral 
brainstem pathways, which mediate fear-conditioned en- 
hancement of acoustic startle reactions (17). These path- 
ways convey the effect of the fear-associated light to the 
superior colliculus, which projects to the ventral nucleus 
of lateral lemniscus, conveying the effect of fear condi- 
tioning to the direct startle pathway (42—44). 

A plausible animal model for the relative loss of 
prestimulation-induced inhibitory startle modulation 
in the children with PTSD is the loss of startle inhibi- 
tion induced by a cold-swim stress test in rats. After a 
forced swim in 2-°C water before exposure to acoustic 
startling stimuli alone and startling stimuli preceded at 
100 msec by nonstartling sounds, the expected pre- 
stimulation-induced startle inhibition was impaired by 
preexposure to this stress (18). A pathway mediating 
startle inhibition projects from the inferior colliculus 
(36) and the lateral tegmental area (22) onto the pri- 
mary acoustic startle pathway at the nucleus reticularis 
pontis caudalis (22), one synapse away from the ven- 
tral nucleus of lateral lemniscus, where the projections 
from the fear-potentiated startle modulation circuitry 
impinge on the primary pathway (16, 17). 

Thus, the circuitry mediating the conditioned poten- 
tiation of startle response and the inhibition of startle 
response impinge on the direct startle pathway at 
closely related points. Hence, impairment of startle in- 
hibition, resulting from previous stress, may reflect a 
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dysfunction of startle modulation that is linked neuro- 
physiologically to the conditioned fear potentiation of 
the startle reaction. 

The same experimental stress that induced impair- 
ment of startle inhibition induces analgesia (18). Thus, 
stress may induce reduced as well as increased re- 
sponse to environmental stimulation. The small startle 
responses to the unwarned startling stimuli (which did 
not simulate the specific sounds of the traumatic event) 
found in four of the children with PTSD suggest re- 
duced responsiveness. The “cognitive and behavioral 
shutting down” described in PTSD (13) may be related 
to these observations and may reflect cortically medi- 
ated attentional dysfunction. Attentional shifts exert 
downstream control over brainstem-mediated startle 
responses (45°. 

Impaired szartle inhibition in the children with 
PTSD did not depend on the conditioned emotional 
component of the “symptoms of release” (4), i.e., rep- 
lication of the actual traumatic stimuli. Rather, it may 
reflect an underlying long-lasting alteration in the 
brainstem circuits subserving startle modulation. The 
children with PTSD showed impaired prestimulation 
inhibition of startle response 17—21 months after the 
traumatic event. 

Inhibitory startle modulation is a developmentally 
acquired function that matures when a child is about 8 
years of age (39). The loss of inhibitory startle modu- 
lation in the children with PTSD could represent a 
regression frem mature levels of prestimulation-in- 
duced inhibition to those observed in normal pre- 
school children (39). The average values obtained for 
the control subjects in this study are almost identical to 
those obtained for normal 8-year-old children and 
young adults, while the values for the children with 
PTSD are almost identical to those reported for normal 
5-year-old ch:ldren. Thus, inhibitory startle modula- 
tion is an accuired brainstem-mediated function that 
can be reversed by severe stress. The progressively 
changing valves for the child who witnessed his fa- 
ther’s murder suggest that the loss of inhibitory mod- 
ulation may be most severe soon after the stress and 
may be ameliorated with the passage of time and, pos- 
sibly, by the influence of clonidine, an inhibitor of star- 
tle response experimentally in the rat (15) and clini- 
cally in patients with PTSD (14). 

This was the first study of experimental startle mod- 
ulation in PTSD. It had limitations that should be re- 
dressed in future studies. The sample size was small, 
and it was noz possible to match the control and trau- 
matized childzen for ethnicity and socioeconomic sta- 
tus, although they were matched for age and sex. 

If these preliminary results can be replicated in 
larger samples, examination of startle modulation may 
prove to be useful in the assessment of children after 
trauma. It may provide a procedure to test the efficacy 
of medications in treating arousal behavior associated 
with PTSD. Future studies may clarify the relationship 
between startle reactions and hypervigilant behavior 
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by testing for the relative influence of cortical media- 
tion and brainstem mechanisms. 


13. 


14. 
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Developmental Perspectives in Child and Adolescent 
Depressive Symptoms in a Community Sample 


Javad H. Kashani, M.D., Tomas K. Rosenberg, M.A., and John C. Reid, Ph.D. 


This developmental study provides some normative 
data on the distribution of depressive symptoms in 210 
children and adolescents in three different age groups 
(8, 12, and 17 years) from a nonclinically referred sam- 
ple. The Child Assessment Schedule and other instru- 
ments were used. Studying depression from a dimen- 
sional point of view, the authors found withdrawal, 
pessimism, horrible dreams, and suicidal ideation and 
tendency in the different age groups to be closely re- 
lated to depressive symptoms. 

(Am J Psychiatry 1989; 146:871-—875) 


n the last 10 years significant advancements have 

been made in the understanding of several aspects of 
childhood depression, including epidemiology, phe- 
nomenology, and biology, as well as treatment (1-7). 
Study of the developmental aspects of child and ado- 
lescent depression, however, has lagged far behind. Re- 
cent books by Rutter et al. (8) and Trad (9) were 
largely devoted to developmental issues of depression 
in young people, but few empirical studies have been 
done. Rutter (10) emphasized the pressing need for 
additional empirical studies concerning the develop- 
mental aspects of childhood depression by stating, 
“Perhaps the most basic need in the study of childhood 
depression is to determine how the manifestations of 
depression vary with age... .”” Digdon and Gotlib’s 
review (11) recommended investigation of the fre- 
quency of “depressive” behavior in nondepressed chil- 
dren. Normative data are essential to determine 
whether some behaviors are sufficiently rare to qualify 
as symptoms of depression, since the prevalence of 
many normative behaviors varies with age. Further, in 
supporting a developmental approach to child and ad- 
olescent depression, Garber (12) stated that develop- 
mental perspectives do not dictate that the symptom- 
complex diagnosis be abandoned, but, rather, that it 
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should be complemented by the addition of phase-spe- 
cific manifestations to, and deletion of age-inappro- 
priate symptoms from, the syndrome. 

Ryan et al. (13), who studied clinically referred chil- 
dren and adolescents, recommended that symptoms 
such as somatic complaints, social withdrawal, and 
hopelessness, which are commonly recognized as de- 
pressive but are absent from DSM-III criteria, be con- 
sidered for inclusion in the diagnostic criteria for this 
age group. 

Despite the recommendations of these investigators 
and others (14—17), empirical data on developmental] 
changes in childhood and adolescent depression are 
rare (12, 13, 18). The purposes of this study, therefore, 
were 1) to describe depressive symptoms in three dif- 
ferent age groups (8-, 12-, and 17-year-olds) from a 
general population and 2) to ascertain which depres- 
sive items werz most closely related to a quantitative 
measure of depression. 


METHOD 
Subjects 


A systematic sample of 210 children and adolescents 
was drawn from public school lists of 4,810 subjects 
(there were 1,745 8-year-olds, 1,578 12-year-olds, and 
1,487 17-year-olds). Children were stratified by each 
of the three age groups and by sex, and then every nth 
name was drawn, Twenty percent of the families were 
in socioeconomic class I (19), 34.8% in class II, 27.1% 
in class II, 16.7% in class IV, and 1.4% in class V. 
Eighty-nine percent of the subjects were Caucasian, 
9% were black, and 2% were Oriental/other. 


Procedure 


Three hundred seventy-seven families were tele- 
phoned. After the experimenters explained the proce- 
dure and incentive for participation ($50.00 per child), 
289 (77%) agreed to participate; we sequentially pro- 
ceeded in using those who had agreed to participate, 
but we stopped when the predetermined age and gen- 
der sample limits were reached. Students not attending 
public school and families with no telephones were not 
included. The interview, conducted by doctoral stu- 
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dents in psychology or child and family development, 
took place in the subject’s home and involved both the 
child and a parent, usually the mother. Both parents (if 
available) and the children and adolescents signed a 
consent form. The interview format consisted of the 
administration of the Child Assessment Schedule, the 
parental version of the Child Assessment Schedule, and 
other instruments noted below. Interviewers were 
trained in administering the Child Assessment Sched- 
ule until two criteria were met: achievement of an 
item-by-item reliability (kappa) of 0.80 during practice 
interview role playing and achievement of an interrater 
reliability (kappa) of 0.85. To maintain quality control 
and to prevent interviewer drift, ongoing supervision 
and retraining sessions were periodically carried out. 


Assessments 


The Child Assessment Schedule is a semistructured 
diagnostic interview. A parallel form of the instrument 
is administered to the parent. The two instruments de- 
termine whether DSM-III criteria are met for the fol- 
lowing diagnoses: attention deficit disorder, conduct 
disorder, separation anxiety disorder, overanxious dis- 
order, schizoid disorder, oppositional disorder, major 
depression, dysthymic disorder, obsessive-compulsive 
disorder, phobic disorders, enuresis, and encopresis. 
The two instruments provide for examination of prob- 
lems in broad content areas such as friendship and 
school. In addition, their symptom complex scales 
measure the number of symptoms relevant to a specific 
diagnosis. The reliability and validity of the Child As- 
sessment Schedule have been previously reported by 
Hodges et al. (20-22). 

The Birleson Depression Self-Rating Scale for Chil- 
dren is an 18-item self-report scale measuring depres- 
sion. There is some evidence that both the reliability 
and content validity are satisfactory (23, 24). 

The Hopelessness Scale for Children, developed by 
Kazdin et al., contains 17 dichotomous items assessing 
negative expectancies about the future. The internal 
consistency (alpha) of this instrument has ranged from 
0.75 to 0.97 (25, 26). 

The Revised Children’s Manifest Anxiety Scale is a 
15-item self-report scale that assesses child and ado- 
lescent anxiety. It has the following three subscales: 
worry/oversensitivity, concentration, and physiologic. 
A greater anxiety in individuals is reflected by a higher 
score on subscales. Reynolds and Richmond (27, 28) 
have reported the psychometric properties of this scale. 


Statistical Analyses 


The Birleson, hopelessness, and children’s anxiety 
scales are all continuous scales, and this study did not 
use a standard cutoff point. Differences in item fre- 
quencies between the age and diagnostic groups were 
analyzed by chi-square tests, which were also parti- 
tioned (29), Overall differences among age groups for 
the continuous scales were assessed by Kruskal-Wallis 
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tests. Significant overall differences were followed up 
with post hoc pairwise comparisons of group medians 
(30). Tests were two-tailed. Stepwise multiple regres- 
sion determined the relative importance of the various 
hopelessness and Birleson items to the Child Assess- 
ment Schedule’s depression symptom complex score. 
This regression technique lets us identify a group of 
hopelessness and Birleson items that are related to the 
symptom complex score. 

Since we ran several statistical tests, the type I error 
rate could be high. This may be compensated for by 
the conservative Bonferroni technique. For the item 
frequencies, there were 74 Child Assessment Schedule, 
Birleson, and hopelessness items yielding a Bonferroni 
adjusted criterion of p<0.0007. For the scale scores, 
there were 17 child assessment, Birleson, hopelessness, 
and children’s anxiety scales giving a Bonferroni ad- 
justed criterion of p<0.003. However, for this explor- 
atory study we felt it more appropriate to report the 
actual p values obtained. 


RESULTS 
Symptom Frequencies 


The first purpose of the study was to describe de- 
pressive symptoms in the three age groups. Reports of 
the following child assessment items became more fre- 
quent with increasing age: being more tired than be- 
fore, not caring whether they hurt themselves, agita- 
tion when sad, and frequent irritability (table 1). Of all 
the depression-related items, only the item about cry- 
ing decreased with age, with 12- and 17-year-olds com- 
bined (x*=8.08, df=1, p=0.004). 

Reports of the following Birleson items became 
more frequent with the older children: not liking to go 
out and play, not having lots of energy, and feeling 
very bored. Reports of four Birleson items became less 
frequent with increasing age: not looking forward to 
things as much as they used to, having stomachaches, 
not sticking up for themselves, and having horrible 
dreams. 

Reports of one hopelessness scale item, tomorrow 
being unclear and confusing, became more frequent 
with increasing age. Reports of two hopelessness scale 
items became less frequent with increasing age: not 
getting more of the good things out of life than others 
and no use trying to get what I want because I won’t 
get it. 


Scale Score Differences 


There were no significant differences among the 
three age groups on the hopelessness score, the Birle- 
son score, or the children’s anxiety scale’s worry/over- 
sensitivity subscale or concentration subscale. The de- 
pression symptom complex score increased as age 
increased (y7=9.36, df=2, p=0.009, Kruskal-Wallis 
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TABLE 1. Frequency of Depression-Related Items From Three Scales Among Three Age Groups of Children and Adolescents From the 


General Population 


8-Year- 
Olds 
(N=70) 
Scale and Item N Yo 
Child Assessment Schedule 
More tired than before 16 22.9 
Doesn’t care whether hurts self” 4 5:7 
Agitation or hyperactivity when sad? 10 14.3 
Irritable a lot? 13 18.6 
Birleson scale 
Not looking forward to things as 
much as used to? 38 $4.3 
Not liking to go out and play? 12 Izi 
Having stomachaches* a7 81.4 
Not having lots of energy” 26 37.1 
Not sticking up for lE 32 45.7 
Having horrible dreams*** 38 54.3 
Feeling very bored“ 49 70.0 
Hopelessness Scale for Children® 
Thinking I won’t get more of the good 
things out of life than others* 44 62.9 
Thinking tomorrow is unclear and 
confusing” 11 15:7 
Thinking there is no use trying to get 
what I want because I won’t get it? 13 18.6, 


12-Year- 17-Year- 
Olds. Olds 
(N=70) (N=70) 
N %o N Xo (df=2) p 
11 15.7 24 34.3 6.68 0.04 
11 15.7 26 37.1 22.97 0.001 
15 21.4 24 34.3 8.04 0.02 
15 21.4 30 42.9 12.34 0.002 
33 47.1 22 31.4 7.76 0.02 
17 24.3 34 48.6 18.09 0.001 
39 $3.7 29 41.4 23.88 0.001 
29 41.4 47 67.1 14.75 0.001 
14 20.0 18 25.7 12.05 0.002 
19 274 17 24.3 16.82 0.001 
65 92.9 59 84.3 12.86 0.002 
38 54.3 24 34.3 12.04 0.002 
9 12.9 24 34.3 11.44 0.003 
7 10.0 2 2.9 9.24 0.01 


“Significant difference between the 8- and the 12-year-olds (df=1, p<0.05). 


ne response frequencies reflect the negative aspect of the questions. 


“Significant difference between the 8- and 12-year-olds combined and the 17-year-olds (df=1, p<0.05). 


test) with means+SD of 4.71+3.94 for the 8-year-olds 
and 4.93+3.91 for the 12-year-olds. These means dif- 
fered from that for the 17-year-olds (6.23+3.71) but 
not from each other. The scores on the children’s anx- 
iety scale’s physiological subscale decreased as age in- 
creased (y*=14.83, df=2, p=0.0006), with the mean 
scores of the 12-year-olds (2.8342.17) and 17-year- 
olds (2.86+2.23) differing from that of the 8-year-olds 
(4.0142.10) but not from each other. 


Relative Relevance of Hopelessness and Birleson 
Items 


The second purpose of the study was to determine 
which depressive items from the hopelessness and the 
Birleson scales were related to the children’s anxiety 
symptom complex depression score. Since only six 
children—one 8-year-old, one 12-year-old, and four 
17-year-olds—met all DSM-III criteria for depression, 
we used the children’s anxiety symptom complex de- 
pression score as the dependent variable. The mean+ 
SD symptom complex depression score for the six 
depressed children was 11.8+3.43 versus 5.1+3.74 
for the 204 remaining children (x7=11.94, df=1, 
p=0.0003). The independent variables were the item 
scores treated as dummy variables. Presumably the as- 
pects addressed by the items in this subset are the most 
relevant to the depression symptom complex score. 
Thus, the subset identified can be thought of as indi- 
cating which aspects of behavior related to depression 
are the most closely linked at various ages. A separate 
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stepwise regression analysis was performed for each 
age group (table 2). 

Five of the 35 items from the hopelessness and the 
Birleson scales explained 44% of the variance in the 
depression symptom complex score for the 8-year-old 
group (see table 2). Five different items from the hope- 
lessness and the Birleson scales explained 46% of the 
variance in the depression symptom complex score for 
the 12-year-olds. Two items from the hopelessness and 
Birleson scales accounted for 30% of the variance in 
the depression symptom complex score for the 17- 
year-olds. 


DISCUSSION 


This study provides data on the distribution of de- 
pressive symptoms in three different age groups from a 
community sample and represents a preliminary step 
for developmental studies in depression. The data 
comparing the three age groups indicated that older 
children cry less often, are more likely to view the 
occurrence of bad things as being their fault, and are 
more likely to be careless about their safety. While it is 
conceivable that these are independent and unrelated 
symptoms, an alternative interpretation is possible. 
That is, older children who interpret the occurrence of 
bad things as being their fault may blame themselves 
for the event. In turn, this self-blame or critical attitude 
toward self may lead to a self-punitive attitude as the 
child approaches adolescence. The child’s increased 
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TABLE 2. Regression Analyses of items on the Birleson and 
Hopelessness Scales for Three Age Groups of Children and Ado- 
lescents From the General Population’ 


Age Group 
and Scale Item 


8-year-olds (N=70) 
Thinking I never get 
what I want so it is 
dumb to want 
anything” 0.15 
Not liking to go out and 
play“ 0.26 
Not liking to talk with 
family* 0.36 9.87 3,66 
Not having enough time 
to finish things” 0.40 460 4,65 0.04 
Not thinking I will have 
more good than bad 
times” 0.44 441 5,64 0.04 
12-year-olds (N=70) 
Not sleeping very well‘ 0.17 
Not thinking I will be 
happier when I grow 


Model 
R2 


12.04 1,68 


10.13 2, 67 


0.0003 


up 0.30 12.11 2,67 0.0009 
Thinking things will not 

work out the way I 

want” 0.37 7.57 3,66 0,008 
Not enjoying food" 0.42 5.52 4,65 0.02 
Having stomachaches‘® 0.46 4.86 5,64 0.03 

17-year-olds (N=70) 

Having horrible dreams“ 0.22 19.46 1,68 0.0001 
Thinking life is not worth 

living" 0.30 7.35 2,67 0.009 


“The dependent variable is the Child Assessment Schedule symptom 
complex depression score. No other variables reached the p<0.05 
criterion for inclusion in the equation. 

’Hopelessness Scale for Children. 

“Birleson scale: 


carelessness about his or her safety may be a manifes- 
tation of a self-punitive attitude. Therefore, the results 
showing increased carelessness in older children pro- 
vide some support for this possible association. How- 
ever, specific testing of this hypothesized link between 
self-blame and a self-punitive attitude is necessary. 
When the different age groups’ hopelessness and 
overall scale scores were compared, we did not see any 
significant differences among the age groups. This may 
indicate that the overall hopelessness scores of children 
in a community sample may not increase as the chil- 
dren become older. Although this result is in agree- 
ment with the findings of Garber (12) and Carlson and 
Cantwell (31), it does not support the hypothesis (12) 
that increasing cognitive functioning is positively cor- 
related with a hopelessness score. This hypothesis 
holds that as a person matures and cognitive function- 
ing increases, the person is more capable of grasping 
the concept of hopelessness. The absence of an associ- 
ation between increasing age and increasing hopeless- 
ness score in our study may be due to disparate rates of 
development for cognitive functioning and for grasp- 
ing the concept of hopelessness. Alternatively, the pro- 
posed link between cognitive functioning and hope- 
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lessness may not exist. Clarification of this issue awaits 
further theoretical explication of the hopelessness 
mechanism and empirical testing of a revised model. 

The overall Birleson scale score also did not differ 
across the different age groups. Similar results were 
reported by Birleson et al. (24), who found no age 
differences in Birleson scale scores between prepuberty 
and early adolescence (14 years). A possible explana- 
tion may be a lack of sensitivity by the Birleson scale 
toward the adolescent group; alternatively, this lack of 
difference may result from the inclusion on the Birle- 
son scale of some non-DSM-III depression items (e.g., 
I can stick up for myself). Thus, even though the fre- 
quency of reports of DSM-III depression items may 
increase with age, frequency of reports of the associ- 
ated non-DSM-III items on the scale may not change 
as a function of age. Support for the idea that there will 
be an increase in depression with age is shown by the 
result that the overall depressive symptoms, as meas- 
ured by the Child Assessment Schedule items derived 
from the DSM-III criteria, did increase with age. Birle- 
son et al. concluded that this rating scale would be 
better suited for use in research that compared clini- 
cally depressed individuals with nondepressed groups. 
Therefore, when there is a low prevalence of depressive 
symptoms, the ability to discriminate the different age 
groups is not high. 

Viewing depression from a categorical point of view, 
we found that the 8- and 12-year-olds were similar in 
terms of distribution of a DSM-III depressive disorder 
(1.4% prevalence in both age groups), but the condi- 
tion was four times more common in late adolescence 
(5.7% prevalence for the 17-year-olds). This supports 
previous findings (32) that depression does increase 
with age from childhood to adolescence. 

The results of the regression analyses indicated that 
more depressive symptoms in the 8-year-old group 
were associated with more withdrawal (not liking to 
play, not liking to talk with family) and pessimism 
(never getting what they want, thinking that they will 
not have a good time). More depressive symptoms in 
the 12-year-old group were associated with pessimism 
about the future (won’t be happier when they grow up, 
things will not work out), as well as physical symp- 
toms (not sleeping well, not having a good appetite, 
and stomachaches). The 17-year-old group’s depres- 
sive symptoms were related to having horrible dreams 
and suicidal ideation. 

The withdrawal exhibited by the 8-year-olds with 
depressive symptoms may eventuate in delayed devel- 
opment of their social skills and a social support net- 
work. Assuming that withdrawal will be associated 
with social isolation due to the reciprocal nature of 
social interaction, the social isolation may itself per- 
petuate the dysfunction by affecting either the person 
directly or the resources available to the individual. If 
this is true, intervention to ameliorate the effects of the 
withdrawal may be clinically warranted. 

The pessimistic attitude expressed by the 8- and 12- 
year-olds may lead to psychiatric disorders during 
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adolescence and in later years. This assumes an asso- 
ciation between pessimism and psychopathology. Sup- 
port for this comes from a recent study (33) which 
found that “‘caseness”’ (i.e., having a psychiatric disor- 
der, being dysfunctional, and needing treatment) was 
more often diagnosed in adolescents with a pessimistic 
attitude than in a control group. Whether pessimism is 
a precursor to psychopathology, a coexisting symptom, 
or perhaps a result of psychopathology awaits future 
research. 
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Psychosocial Distress and Well-Being 


Among Gay and Bisexual Men 
With Human Immunodeficiency Virus Infection 


Henry T. Chuang, M.D., Gerald M. Devins, Ph.D., John Hunsley, Ph.D., 
and M. John Gill, M.B. 


The authors examined levels of psychosocial distress 
and well-being in 65 gay or bisexual men infected with 
the human immunodeficiency virus (HIV); 24 of these 
men had asymptomatic HIV infection, 22 had ac- 
quired immune deficiency syndrome {(AIDS)-related 
complex, and 19 had AIDS. All of the men evidenced 
high levels of psychosocial distress, but those with 
AIDS-related complex and those with asymptomatic 
HIV infection were significantly more distressed than 
those with AIDS. Corresponding differences were not 
observed in feelings of psychosocial well-being. The 
authors conclude that specific psychosocial issues and 
adaptive demands should be identified aver the course 
of HIV illness. 

(Am J Psychiatry 1989; 146:876-880) 


he impact of human immunodeficiency virus 

(HIV) infection can be devastating, both for those 
infected and for their friends and families (1—3). The 
stress involved is multifaceted. HIV infection is life- 
long, typically results in both physical and neurologi- 
cal deterioration, and carries a very high mortality 
rate. It can also lead to rejection of infected individuals 
because of fear of contagion and/or prejudice, partic- 
ularly because it has mainly affected socially outcast 
minority groups (4—7). Initial work concerning the 
psychosocial aspects of HIV infection has focused on 
the distress experienced by individuals with acquired 
immune deficiency syndrome (AIDS). Investigators in 
various geographic locations (3, 8—11) have consis- 
tently found that many AIDS patients experience ele- 
vated levels of anxiety and depression severe enough to 
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warrant DSM-III diagnoses of adjustment disorder or 
major depression. 

Research concerning psychosocial aspects of HIV in- 
fection (12—14; unpublished 1986 papers by A. Gat- 
tozzi and L. Temoshok et al.) has begun to examine 
two additional dimensions. One line of such research 
has been to compare the reactions and concerns of 
AIDS patients with those of terminally ill cancer pa- 
tients. The aim of this work has been to establish the 
psychosocial impact of AIDS relative to that of other 
life-threatening illnesses. Findings have generally indi- 
cated that the anxiety, depression, and illness-related 
concerns of AIDS patients are similar in many ways to 
those of individuals affected by cancer (12, 13; unpub- 
lished 1986 papers by A. Gattozzi and L. Temoshok et 
al.). The second line of research has examined psycho- 
social adjustment among individuals with AIDS- 
related complex. Such research is vital because the 
needs of this group have largely been overlooked in the 
development of mental health services (13). Findings 
to date have indicated that patients with AIDS-related 
complex experience significantly greater distress than 
do those with AIDS (3, 14; unpublished 1986 papers 
by A. Gattozzi and L. Temoshok et al.), perhaps due to 
greater uncertainties about the course of the illness 
(unpublished 1986 paper by A. Gattozzi). Although 
this research has made a substantial contribution, it 
has relied on relatively small samples, has not included 
standardized, widely used psychological tests as indi- 
cators of distress, and has examined only individuals 
with AIDS-related symptoms. More recent efforts have 
begun to correct these problems; however, this work 
does not yet appear to have been reported in widely 
available outlets (15; unpublished 1988 paper of 
J. Rundell et al. and unpublished 1986 paper of 
L. Temoshok). 

A logical extension of this line of research would 
involve an examination of psychosocial adjustment 
across the spectrum of HIV illness, including individ- 
uals who have been infected with HIV but who have 
not yet developed clinical signs or symptoms as well as 
those with AIDS-related complex and AIDS. To oui 
knowledge, there has been only one published study 
examining the psychosocial adjustment of patients 
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across these three clinical milestones (16). That study, 
which involved homosexual men, found that 56% of 
those with AIDS, 78% of those with AIDS-related 
complex, and 39% of those with asymptomatic HIV 
infection met DSM-III criteria for adjustment disorder 
with anxiety, depression, or both. Thus, a significant 
proportion of patients with asymptomatic HIV infec- 
tion experience severe distress and may require profes- 
sional mental health care. More research is clearly 
needed to determine the psychosocial repercussions of 
the continuum and progression of HIV disease. 

Research to date has focused exclusively on psycho- 
social distress. However, many HIV-infected individu- 
als are able to adjust to their medical condition with- 
out experiencing disabling psychosocial problems; 
indeed, some succeed in maintaining or improving the 
quality of their lives (13). Research focused only on 
distress among infected individuals may thus result in 
an inaccurate representation of their overall psychoso- 
cial adjustment. It would be important, therefore, to 
examine psychosocial well-being as well as distress to 
obtain a more balanced assessment. 

The present study was conducted to describe and 
compare psychosocial distress and well-being across 
three clinical milestones over the course of HIV illness. 
Because they represent the majority of individuals cur- 
rently affected by the HIV epidemic, participants were 
limited to homosexual and bisexual male patients di- 
agnosed as having asymptomatic HIV infection, AIDS- 
related complex, or AIDS. Widely used measures of 
psychosocial distress and well-being were administered 
in a standardized interview, and data concerning de- 
mographic status, recent life stress, and social net- 
works were obtained for statistical control purposes. 


METHOD 


Participants were sampled from three patient groups 
corresponding to three clinical milestones in the course 
of HIV-related illness (17). The first group (patients 
with asymptomatic HIV infection) consisted of 24 men 
who were found to be HIV positive by repeat enzyme- 
linked immunosorbent assay and Western blot tests 
but who had not yet displayed any of the signs or 
symptoms of HIV infection. The second group (pa- 
tients with AJDS-related complex) included 22 men 
who, in addition to being HIV seropositive, had dis- 
played characteristic signs (e.g., laboratory profiles in- 
dicating immunosuppression, anergy) and symptoms 
(e.g., lymphadenopathy, fever, night sweats, persistent 
diarrhea) of HIV infection but had no systemic oppor- 
tunistic infections or tumors indicative of AIDS. The 
last group (patients with AIDS) included 19 men who 
had been clinically diagnosed as having AIDS (i.e., sys- 
temic opportunistic infection, Kaposi’s sarcoma or 
other lymphomas, or severe wasting attributed only to 
AIDS). Diagnoses were established by an infectious 
disease specialist (M.J.G.) who has considerable expe- 
rience in working with AIDS patients. All participants 


Am J Psychiatry 146:7, July 1989 


ce, CHUANG, DEVINS, HUNSLEY, ET AL. 


TABLE 1. Background Information for Men With Asymptomatlc 
HIV Infection, AIDS-Related Complex, or AIDS 


AIDS- 
Related 
HIV Complex AIDS 
Variable (N=24) (N=22) (N=19) Total 
Education 
Some secondary 3 6 1 10 
Completed secondary 6 4 6 16 
Some post-secordary 4 4 5 13 
Completed post- 
secondary 7 6 6 19 
Some graduate 2 0 0 2 
Completed graduate 0 2 1 3 
Marital status 
Never married 12 16 8 36 
Married 3 0 0 3 
Separated 0 1 0 1 
Divorced 0 0 2 2 
Common-law 
marriage, gay 
relationship 9 5 8 ps 
Employment status 
Employed full-ttme 15 7 2 24 
Employed part-time 0 2 1 3 
Unemployed 4 10 14 28 
Student 5 3 1 9 
Retired 0 0 1 1 
Living arrangemer.ts 
Alone 6 7 4 17 
With parents or 
other relatives 3 5 3 11 
With spouse or lover 10 5 8 23 
With friends 4 5 4 13 
With roommate 1 0 0 1 
Religion 
Roman Catholic 5 4 1 10 
Protestant 15 14 9 38 
Atheist or agnostic 4 4 9 17 
Income 
Less than $20,000 10 16 11 37 
$20,000-$39,999 8 6 5 19 
Greater than $40,000 3 1 2 6 
Social networks 
Low 5 7 5 17 
Medium 14 15 10 39 
Medium-high 3 0 2 5 
High 1 0 1 2 


were men anc were homosexual and/or bisexual in 
orientation and practice. They included all male HIV 
patients in treatment at our university outpatient clinic 
between Marca 1987 and July 1988. 

The mean+sD age of the 65 men was 32.3+8.56 
years. For the 24 men with asymptomatic HIV infec- 
tion it was 32.7+9.79; for the 22 men with AIDS- 
related complex it was 30.5+5.12; and for the 19 men 
with AIDS it was 34.7+10.05. Other demographic 
characteristics of the three groups are presented in ta- 
ble 1. 

Psychosocia. distress and well-being were assessed 
by using a battery of standardized and widely used 
psychological rests. These included 1) the Center for 
Epidemiologic Studies Depression Scale (CES-D Scale) 
(18) as an index of depressive symptoms, 2) the Profile 
of Mood States (POMS) (19) as an indicator of mood 
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disturbance, 3) the trait anxiety subscale of the State- 
Trait Anxiety Inventory (20) as a measure of general 
anxiety levels, 4) the Affects Balance Scale (21) as a 
measure of positive and negative affect, 5) the Hope- 
lessness Scale (22) as an index of generalized pessi- 
mism, 6) a life happiness rating scale (23), and 7) a 
single item concernirig the frequency of suicidal ide- 
ation during the preceding week (we developed this 
item, phrasing it in a format similar to the CES-D Scale 
items to which it was appended). A number of varia- 
bles were also assessed to gain a better understanding 
of the groups and for possible statistical control pur- 
poses (covariance analyses). These included the pa- 
tient’s age, religious affiliation, educational level, mar- 
ital status, employment status, living arrangements, 
and annual family income. The Social Networks Index 
(24) was also administered to obtain an indication of 
the extent of currently available social networks. A 
checklist of recent stressful life events (25) was also 
administered. 

Data were obtained through structured interviews 
conducted by a psychiatrist (H.T.C.) with extensive 
clinical experience with AIDS patients. Interviews were 
conducted at least 4 weeks after the diagnoses had 
been established and communicated to patients. On 
average, each interview required approximately 60 
minutes to complete. The nature of the study was ex- 
plained to the patients, and none of those who were 
asked to volunteer their participation refused. 


RESULTS 


Data analyses were performed by using one-factor 
(Diagnostic Group) analyses of variance (ANOVA) or 
covariance (ANCOVA). Preliminary analyses were 
conducted to establish whether any of the demo- 
graphic, social network, or stressful life event variables 
might have been related significantly to the dependent 
measures of psychosocial distress and/or well-being. 
Any variable that was discovered to be significantly 
related and met minimum criteria (e.g., r>0.30) (26) 
was retained for statistical control as a covariate. 

Overall, substantially elevated levels of psychosocial 
distress characterized patients in all three of the groups 
(see table 2). This did not appear to be paralleled, 
however, by severely compromised levels of psychoso- 
cial well-being. Rather, participants in each of the 
three groups reported an even balance of negative and 
positive affects. Suicidal ideation also appeared to be a 
relatively infrequent occurrence across the groups. 

Statistical comparisons indicated that psychosocial 
distress and well-being differed significantly across the 
three clinical groups (table 3). The major difference 
appeared to occur between patients with AIDS and the 
combined group of patients with asymptomatic HIV 
infection and AIDS-related complex. Patients with 
asymptomatic HIV infection and AIDS-related com- 
plex evidenced significantly greater levels of depressive 
symptoms, mood disturbance, and trait anxiety than 
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TABLE 2. Psychosoclal Well-Being and Distress of Men With 
Asymptomatic HIV Infection, AIDS-Related Complex, or AIDS 


AIDS- 
HIV Related 
Infection Complex AIDS 
Variable (N=24) (N=22) (N=19) Total 
CES-D Scale depression 
score 21.6 23.9 13.4 20.0 
POMS mood distur- 
bance score 50.6 62.7 21.6 46.5 
State-Trait Anxiety 
Inventory trait 
anxiety score 46.1 45.2 35.1 42.6 
Hopelessness Scale score 14.0 14.7 14.8 14.5 
Suicida] ideation 0.4 0.4 0.4 0.4 
Affects Balance Scale 
score 5.1 4.4 6.3 nye 


Life happiness rating 
scale score 6.8 6.7 7.9 Ll 


TABLE 3. Analyses of Variance and Covariance in Psychosocial 
Well-Being and Distress Among Men With Asymptomatic HIV In- 
fection, AIDS-Related Complex, or AIDS 


Significant Group 
Variable F df Differences? 
CES-D depression 5.05 2, 62 HIV=AIDS-related 
score” complex> AIDS 
POMS mood distur- 6.7° 2, 59 HIV = AIDS-related 
bance score complex> AIDS 
State-Trait Anxiety 7.99 2, 62 HIV=AIDS-related 
Inventory trait complex> AIDS 
anxiety score 
Hopelessness Scale <1.0 2, 58 
score 
Suicidal ideation <1.0 2, 56 
Affects Balance Scale 2,45 2,61 AIDS-related 
score? complex<AIDS 
Life happiness rat- <1.0 2,97 


ing scale score 


*As indicated by post hoc Tukey tests. 
’Covariate=Social Networks Index. 
“p<0.01. 

Covariate=recent negative life events. 
“p<0.10. 


did patients with AIDS. Patients with AIDS-related 
complex also reported a marginally significantly more 
negative balance of positive and negative affects than 
did those with AIDS. However, patients with asymp- 
tomatic HIV infection and patients with AIDS-related 
complex did not differ significantly on any of the meas- 
ures of psychosocial distress or well-being. No signif- 
icant differences were detected across any of the 
groups in generalized feelings of hopelessness, suicidal 
ideation, or ratings of overall life happiness. 


DISCUSSION 


The psychosocial distress that has been reported to 
occur among AIDS patients also appears to occur 
among individuals at earlier points in the progression 
of HIV disease. Indeed, in comparing distress across 
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the three groups represented in the design of our study, 
it appears that patients with asymptomatic HIV infec- 
tion and patients with AIDS-related complex may ac- 
tually experience higher levels of distress than do those 
with full-blown AIDS. It is likely that different psycho- 
social issues and adaptive demands emerge over the 
course of the illness. Although the endpoint of AIDS 
may force an individual to deal with such issues as 
death, dying, and the resolution of unfinished business 
(27), earlier stages may introduce equally—if not 
more—threatening stressors, such as uncertainties 
about the progression of the illness, fears of pain and 
suffering, social isolation and rejection, and more gen- 
eral fears of the unknown. Individuals with AIDS-re- 
lated complex may be especially vulnerable because 
their symptoms serve as a constant reminder of their 
condition and its prognosis while simultaneously com- 
promising social and occupational functioning (28). 
Therefore, psychotherapeutic interventions should be 
extended to patients across the full spectrum of HIV 
disease. Such efforts must recognize, however, that the 
critical issues may differ across clinical milestones. 

Many of our participants experienced high levels of 
psychosocial distress. However, this did not appear to 
compromise the balance of their feelings of well-being 
so severely that all positive affect was eliminated. 
Overall, our patients reported a relatively balanced 
experience of negative and positive affects, with slight 
variations across the three clinical groups. It may be 
relevant, in this regard, that all of the patients received 
treatment within the Canadian socialized health care 
system, in which hospital care and clinical follow-up 
are virtually free of charge. Moreover, a relatively ex- 
tensive network of social agencies, volunteer and self- 
help groups, and government-operated community 
mental health centers was available to meet their psy- 
chosocial needs. Such resources may have buffered the 
psychosocial impact of the illness (29). 

The finding of an overall balance of positive and neg- 
ative affects is consistent with the assertion that individ- 
uals are capable of coming to terms with the psychosocial 
threats imposed by chronic life-threatening illness and 
that the benefits of psychotherapeutic efforts can be en- 
hanced by incorporating existing strengths (27, 30). It 
also underscores the importance of integrating both well- 
being and distress in any analysis of the psychosocial 
impact of HIV illness. 

The issue of suicide has been raised in the context of 
the HIV epidemic, and, to date, reports have been con- 
flicting. Some investigators (31, 32) have asserted that 
suicidal ideation is common among AIDS patients but 
that actual attempts are not as frequent. Others (33, 
34) have reported that the risk of suicide is strikingly 
higher among people with AIDS than in the physically 
healthy population but have noted that many AIDS- 
related suicides appear to be sudden and impulsive. 
Suicidal ideation appeared to occur infrequently in our 
sample. One of our patients with AIDS-related com- 
plex, however, succeeded in completing suicide (under 
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the influence of alcohol) 8 months after participating 
in the study. Although he denied having experienced 
any suicidal ideation during the week preceding his 
participation in the study, his test scores at the time 
indicated high levels of depression, hopelessness, mood 
disturbance, and recent stressful life events. Thus, sui- 
cidal risk may be especially difficult to predict over the 
course of HIV illness and should be monitored regu- 
larly (34). 

Although the three patient groups selected to repre- 
sent the spectrum of HIV illness in our design do not 
correspond identically to the most recent Centers for 
Disease Control classification system (35), our group- 
ings were conceptualized to represent distinct clinical 
milestones that are widely recognized as different 
points along the spectrum of HIV disease (17) and that 
can be clearly differentiated by patients. We believe 
that patients’ interpretations of their medical status are 
most relevant to psychosocial distress and well-being 
and that their perceived progression along this contin- 
uum is more psychologically meaningful than their sta- 
tus in terms of formal diagnostic categories. Future 
research should focus on identifying the specific psy- 
chosocial issues and adaptive demands introduced by 
each of the clinical milestones over the course of HIV 
illness. Longitudinal research designs that incorporate 
a developmental theoretical approach may be best 
suited to this task. 
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Private and Public Psychiatry: 
A Comparison of Two Health Care Systems 


Gavin Andrews, M.D., F.R.C.Psych., F.R.A.N.Z.C.P. 


Psychiatrists in Australia and New Zealand are sim- 
ilarly trained, but the health care delivery systems in 
each country differ. Australia bas unlimited insurance 
for fee-for-service private practice and has twice the 
psychiatrists and half the psychiatric beds per capita as 
New Zealand. Psychiatrists in the public sector in each 
country focus on hospital-based care of psychotic pa- 
tients. Private-sector psychiatrists, in addition to car- 
ing for psychotic patients, also focus on psychotherapy 
for neuroses and personality disorders. The Australian 
combination of more psychiatrists in private office 
practice and fewer public hospital beds costs less than 
the New Zealand system, which supports only public- 
sector, hospital-based services. 

(Am J Psychiatry 1989; 146:881-—886) 


here is increasing international agreement in psy- 

chiatry about the criteria for each diagnosis and 
about the treatments to be preferred for each disorder. 
Major differences in patient management often depend 
more on the health delivery system than on different 
ideas about diagnosis and treatment. In this paper, the 
work of psychiatrists in Australia (1) and New 
Zealand (2), who spend an average of 80% of their 
time in clinical care, will be compared. The differences 
in the patterns of clinical care in the two countries shed 
light on the role of private fee-for-service practice, 
which, in Australia particularly, has developed because 
85% of fees are reimbursed from a universal health 
insurance fund. 

Australia has 16.2 million inhabitants; 12% live on 
farms, 63% live in cities with more than 100,000 peo- 
ple, and more than 80% of the population are of Eu- 
ropean, largely British, descent. New Zealand has 3.3 
million inhabitants; 16% live on farms, 50% live in 
cities larger than 100,000, and, as in Australia, more 
than 80% of the population are of European, largely 
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British, descent. The education of psychiatrists in both 
countries follows a British model and leads, after 5 
years of postgraduate training, to all candidates taking 
a common examination conducted by the Royal Aus- 
tralian and New Zealand College of Psychiatrists. In 
both countries about 85% of all psychiatrists have this 
qualification, with most of the remainder having a 
British qualification. Thus, the people, the culture, and 
the training of psychiatrists in both countries are re- 
markably similar. 

In the present paper the work of psychiatrists in the 
two countries will be compared and related to the 
number of psychiatrists, number of psychiatric beds, 
and the health care delivery systems, including a com- 
parison between private fee-for-service and public-sal- 
aried practice in each country. 


METHOD 


In Australia a one-in-six sample of psychiatrists was 
formed in 1981 to participate in a 5-year study of 
treatment practices (3). In 1986 the 167 remaining in 
the sample were asked to take part in the present 
study. In 1987 all 142 members or fellows of either the 
Royal Australian and New Zealand College of Psychi- 
atrists or the Royal College of Psychiatrists who had a 
New Zealand mailing address were contacted; 111 
were in active clinical practice and were asked to par- 
ticipate. Each physician was asked for details of the 
last 20 patients seen prior to given dates, and each was 
assured that in addition to the fact that no details of 
patient identification were required, any identification 
with their practice would be removed when the ques- 
tionnaires were returned. 

The one-page questionnaire sought the following in- 
formation about each of the 20 patients: 1) demo- 
graphic characteristics, 2) primary and secondary di- 
agnoses, 3) primary and secondary treatments used 
during the index consultation, 4) information about 
the present consultation (whether the patient was an 
inpatient or an outpatient, and whether the patient 
was seen in private or public practice), and 5) details of 
the past, present, and expected consulting histories. If 
the physician thought that this patient would “always 
need psychiatric care,” this was coded as 150 months, 
one-third the life expectancy of the median patient. 
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The number of psychiatrists in practice in Australia 
was obtained from a report prepared for the Royal 
Australian and New Zealand College of Psychiatrists 
(4) and verified from our records. Early in 1988 the 
numbers of psychiatric beds (excluding beds reserved 
for patients with mental deficiency or with alcohol and 
drug problems) were obtained from the departments of 
health in each Australian state and from the New 
Zealand government. These numbers were verified by 
inquiry to psychiatrists in each geographical center. 
Population figures were provided by the respective 
government agencies. 


RESULTS 


There were 1,428 qualified psychiatrists in Austra- 
lia, or 8.8 per 100,000 population. Fifty-five percent 
reported that they were predominantly in private prac- 
tice, and 85% practiced in cities with more than 
100,000 people. Australia in late 1987 had 12,086 
hospital beds for psychiatric patients, a rate of 74 beds 
per 100,000. Mental hospitals accounted for 75% of 
these beds, general hospitals 14%, and private hospi- 
tals 12%. 

In 1987 there were 142 psychiatrists with a New 
Zealand mailing address, or 4.3 per 100,000. Ten per- 
cent were predominantly in private practice and, as in 
Australia, the majority (77%) practiced in cities of 
over 100,000. New Zealand in late 1987 had 4,236 
hospital beds for psychiatric patients, or 128 beds per 
100,000. Mental hospitals accounted for 88% of these 
beds, general hospitals 10%, and private hospitals 2%. 
The distributions of facilities per capita in Australia 
and New Zealand are very different. Australia has 
twice the psychiatrists and half the beds per 100,000 as 
New Zealand. In broad terms, since half the psychia- 
trists in Australia are in fee-for-service private office 
practice, the number of psychiatrists in public-sector 
practice per capita in both countries is the same. 

The results of the surveys of patients seen by psy- 
chiatrists are presented in tables 1 and 2; the totals 
vary because of a 5% missing data rate. The response 
rate in both countries was 59%: 99 of 167 in Austra- 
lia, and 66 of 111 in New Zealand. In Australia the 
characteristics of physicians responding and not re- 
sponding could be compared: they did not differ in 
terms of sex or type of practice (1). There were no 
direct data on the characteristics of the physicians who 
did not respond in the New Zealand study (2). 

Of the Australian patients, 77% (1,471 of 1,909) 
were seen privately; the corresponding figure for New 
Zealand was 15% (183 of 1,202). In tables 1 and 2, 
data for the two countries are compared, with separate 
data being presented for private and public practice 
within each country. Comparisons that revealed sig- 
nificant differences are noted, and the alpha level was 
set at p<0.01 after the multiple comparisons within 
each set or family of measures were allowed for. 

At the time of the index consultation, 12% (225 of 
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1,893) of the Australian and 25% (313 of 1,256) o 
the New Zealand patients were inpatients, figures tha 
parallel the availability of beds in each country. It 
both countries inpatient care was significantly associ 
ated with public-sector and not private-sector practici 
(New Zealand, y*=17.7, df=1, p<0.001; Australia 
x*=342.6, df=1, p<0.001). Physicians were asked tc 
rate “the extent to which the condition interferes witt 
this patient’s life.” Australian patients were judged tc 
be 43% impaired and New Zealand patients 49% im 
paired, a difference attributable to public patients ir 
both countries being judged to be one-third of a stand 
ard deviation more impaired than private patients. 

The social and démographic characteristics of pa 
tients are shown in table 1. The age distributions ir 
both countries are broadly similar, and in the publi 
sector the proportions of elderly are the same, makin, 
it clear that the extra psychiatric beds in New Zealanc 
are unlikely to be the result of different policies for thi 
care of the elderly. The proportion of women consult 
ing was higher in Australia. In both countries the phy 
sicians in the public sector saw nearly equal number 
of men and women, and physicians in the private sec 
tor saw more women. Patients in the work force weri 
twice as likely to receive private care, and patients re 
ceiving Social Security pensions were twice as likely te 
attend public sector psychiatrists. However, withir 
Australia, the universal reimbursement of physicians 
fees meant that a large number of Social Security pen 
sioners were seen in the private sector. In New 
Zealand, fewer patients were married and more were 
living permanently in government-run homes or hos 
pitals. Again, this is an effect of the large private secto: 
in Australia, for in both countries living with a spous: 
is associated with seeing a private psychiatrist and liv 
ing in a government-run home or hospital is associatec 
with seeing a public sector psychiatrist. 

The patients’ primary diagnoses and the principa 
treatments given on the day the questionnaire wa: 
filled in are shown in table 1. There were consisten 
and significant differences in the frequencies of variou 
diagnoses of patients seen in each country. In Australi: 
half the patients seen suffered from neuroses or per 
sonality disorders and one-third suffered from psycho 
ses; in New Zealand half suffered from psychoses anc 
one-quarter from neuroses or personality disorders. Ir 
both countries, the majority of patients treated in th 
public sector had diagnoses of psychoses. In contrast 
58% of Australian private-sector patients sufferec 
from neuroses or personality disorders, and only 26% 
from psychotic disorders. In Australia, despite this bia 
and because of the size of the private sector, mor 
patients with psychoses were seen in the private secto 
than in the public sector. 

Only the principal treatment used for each patien 
was coded. Treatment followed diagnosis in a predict 
able way (see table 1). Australian physicians used mor 
psychotherapy and New Zealand physicians mor 
drug therapy, but again the patterns in public-secto 
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Table 1. Demographic Characteristics, Diagnoses, and Treatments of Public and Private Patients of 99 Psychiatrists in Australia and 62 
Psychiatrists in New Zealand’ 


Australian Patients New Zealand Patients Total 
Public Private Public Private Australian New Zealand 
(N=438)° (N=1,471) (N=1,019)° (N=183)> (N=1,940)° (N=1,292)° 


Item N % N % N ‘Yo N Yo N %o N Yo 


Demographic characteristics 


Age (years) 

0-16 51 118 87 59 93 92 4 22 139 7.2 103 8.1 
17-64 339 781 1,308 89.45 827 81.4 158 863 1,675 86.9 1,053 82.4¢ 
65 and older 44 101 68 4.6 9 94 21 415 114 539 122 9.5¢ 

Sex 
Male 222 51.0 521 35.0 467 460 77 420 754 39.0 587 46.0 
Female 216 49.0 948 65.09 546 54.0 106 58.0 1,184 61.0 690 ` 54.09 
Occupation 
Higher status 20 46 296 201° 36 35 22 120° 320 16.2 62 47° 
Lower status 60 13.7 437 29.7% 266 261 82 44.8° 504 25.5 377 28.6 
Home duties 74 169 254 17.3 155 15.2 33 18.0 336 17.0 203 15.4 
Student 54 12.3 139 94 121 119 7 38 195 98 138 10.5 
Pensioner {not elderly) 174 39.7 259° 17:67 309 30.3 17 9.35 442 223 340 25.8 
Retired or other 53 12.1 81 §.5° 120 11.8 20 10.9 135 6.8 146 11.15 
Living arrangements 
Alone 66 17.3 237 17.4 181 18.2 32 178 308 17.4 225 17.9 
With family or friends 136 35.7 442 32.5 388 390 45 25.0f 587 33.2 464 37.0 
With spouse 130 341 654 48.16 327 32.9 100 55.6! 797 451 457 36.4! 
In hostel or hospital 49 129 25 18f 97 98 3 17 74 42 107 8.55 
Primary diagnosis 
Psychosis 228 52.2 379 25.9% 564 55.5 79 43.4 618 32.0 683 53.49 
Depression and/or mania 75 17.2 252 172 £9314 309 61 33.5 335 173 399 31.25 
Schizophrenia 115 26.3 96 66° 199 196 13 715 213 11.0 222 = 17.3° 
Organic or other disorder 38 8.7 31 2.16 51 5.0 5 27 70 3.6 62 4.8 
Neurosis or personality 
disorder 116 26.6 845 57.89 247 243 61 335 976 50.5 325 25.4% 
Depressive neurosis 21 48 225 154f 66 65 15 82 248 12.8 85  6.6f 
Anxiety or phobic neurosis 3 21 253 173f 49 48 30 16.5° 289 15.0 84 66 
Other neurosis 48 11.0 137 94 65 64 9 49 192 99 77 60 
Personality disorder 16 3.7 230 157f 6&7 6&6 7 38 247 128 79 «6.28 


Marital problems or no axis H 
diagnosis (DSM-III code 


V79.01) 26 59 94 64 34 33 19 10.4¢ 122 63 64 5.0 
Other 67 153 147 10.0 172 169 23 126 217 “442 208 16.34 
Primary treatment 
Drug therapy 189 43.8 353 24.2% 445 442 69 385 553 28.8 547 43.2% 
Antidepressant 49 11.3 161 11.0 161 16.0 36 20.1 213 Hi 207  16.3ë 
Anxiolytic 8 19 7 12 9 09 2 “aa 25. 13 11 09 
Antipsychotic 54 12.5 58 408 84 83 6 3.4 113 5.9 98 77 
Unspecified 63 14.6 97 668 139 138 14 78 166 8.6 163 12.98 
Other 15 35 20 i4 52 52 11 61 36 13 68 5.48 
Psychotherapy ` 160 37.0 977 66.7% 408 405 86 48.1 1,150 59.9 531 41.8% 
Insight-oriented 2 05 163 111° 13 13 18 101° 165 8.6 31 24° 
Supportive 83 192 335 229 227 225 46 257 423 220 296 233 
Behavior therapy 10 2:3 42 2.9 16 1.6 8 4.5 53 2.8 27 2.1 
Family, marital, or group 25 5.8 7E SL 45 4.5 1 0.6 104 5.4 53 4.2 
Other 11 25 27 18 34 34 2 11 38 20 38 30 
Unspecified 29 6.7 334 228° 73 72 11 61 367 191 86 68° 
Other 83 19.2 132 90 


d 155 15.4 24 13.4 222 11.5 190 15.0 


"Totals vary because of a 5% missing data rate. 

Percents are based on the number of patients for whom data were available, rather than on the total number of patients in each group. 
P<. 01 by chi-square, df=1, allowing for three comparisons in the family of variables. 

¢5<0.01 by chi-square, df= 1, allowing for one comparison in the family of variables. 

;P<0. 01 by chi-square, df=1, allowing for six comparisons in the family of variables. 

‘p<0. 01 by chi-square, df=1, allowing for four comparisons in the family of variables. 

8p<0.01 by chi-square, df= 1, allowing for five comparisons in the family of variables. 


practice in both countries were very similar. Insight- The pattern of consultation was the next area to be 
oriented, or intensive, dynamically oriented, psycho- examined (see table 2). Australian psychiatrists saw 
therapy was virtually confined to the private practice their patients more often, for longer at each consulta- 
sector in both countries. tion, and, in total, anticipated spending twice as many 
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Table 2. Length of Treatment of Public and Private Patients of 99 Psychiatrists in Australia and 62 Psychiatrists in New Zealand? 


Australian Patients New Zealand Patients Total 
Public Private Public Private Australian New Zealand 
(N=438) (N= 1,471) (N=1,019) (N=183) (N=1,940) (N=1,292) 

Length of Treatment Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD 
Time between first visit and 

index visit (months) 22.0 32.0 20.0 28.0 18.0 28.0 13.0 22.0° 20.0 29.0 18.0 27.0 
Duration of index visit 

(minutes) 30.0 19.0 49.0 18.0° 35.0 21.0 38.0 19.0 45.0 20.0 36.0 21.0° 
Frequency of consultations 

per month 1.2 1.3 2.2 2.8> L3 1.6 1.6 2.2 2.0 2.5 1.3 7? 
Expected time until patient 

would no longer need 

psychiatric care (months) 79.0 67.0 43.0 560° 60.0 65.0 43.0 57.0 51.0 60.0 56.0 63.0 
Expected total length of 

treatment (hours) 48.0 72.0 118.0 241.0” 500 87.0 43.0 76.05 101.0 215.0 48.0 84,0° 


“Totals vary because of a 5% missing data rate. 


’y<0.01, two-tailed t tests, allowing for five comparisons in each family of variables. 


hours with them. All these differences could be attrib- 
uted to the pattern of Australian private psychiatric 
practice, for the consulting patterns in public practice 
in both countries were very similar. 


DISCUSSION 


These data allow a comparison between two health 
delivery systems that both provide free inpatient and 
outpatient care in public general hospitals and in men- 
tal hospital facilities. Coverage for private hospital in- 
patient care requires additional voluntary insurance, 
and this is taken out by only a minority of people in 
both countries. In New Zealand there is minimal cov- 
erage for private physicians’ fees, whereas Australia 
has had a system of voluntary insurance for private 
physicians’ fees for 20 years, and by 1983 more than 
70% of the population were insured. In 1984 the fed- 
eral government of Australia took over the manage- 
ment of this insurance and made reimbursement of 
85% of an agreed fee available to the entire popula- 
tion. For specialist psychiatrists this fee is currently 
about $100 ($85 U.S.) per hour. This insurance sup- 
port has encouraged the development of private office- 
based practice in Australia. 

The definition of a psychiatric bed and the training 
of psychiatrists are identical in Australia and New 
Zealand. Diagnostic labels, at least within the broad 
level used in this study, are consistent with ICD-9 even 
though the influence of DSM-III has been profound. 
Because of the similar training in both countries and 
because of the publication of the treatment outline 
project (3) in the years preceding this survey, there is a 
large measure of agreement as to the labels to be used 
to describe various treatments. Data on manpower and 
bed numbers were cross-checked from at least two 
sources of information until consensus was achieved. 
Evidence on the validity and reliability of the physi- 
cians’ reports on the 20 patients they saw prior to the 
start date of the surveys has been published (1, 2). 


884 


Given that the data may be valid, what conclusions 
can be drawn? New Zealand and Australia have sim- 
ilar public-sector psychiatric services, each with four 
psychiatrists per 100,000 who see a third of their pa- 
tients in the hospital—patients who are unlikely to be 
in the work force and who are likely to suffer from a 
psychotic illness. In Australia there is, in addition, a 
large private psychiatry sector that treats patients who 
are less impaired and more likely to be in the work 
force. Even so, physicians in the private sector see 
more patients with psychoses than do physicians in the 
public sector, make less use of inpatient facilities, and 
give many more hours of psychotherapy to patients with 
neuroses and personality disorders. These differences are 
also evident in the small New Zealand private sector, 
although the lack of manpower must mean that some 
patients with psychoses and many patients with neurotic 
and personality disorders remain untreated. 

In both countries the proportion of private consul- 
tations was larger than would be expected from the 
proportion of physicians believed to be in private prac- 
tice. Since each physician reported on the last 20 pa- 
tients seen, one conclusion is that some physicians in 
the public sector are also seeing patients on a fee-for- 
service basis. In Australia, 45% of physicians said they 
were in public practice (4), but in the present study 
only 10% (10 of 99) reported exclusively on patients 
from the public sector, 43% (43 of 99) reported seeing 
both private and public patients, and 47% (47 of 99) 
reported on private patients only. In New Zealand, 
S56% of physicians (35 of 62) reported seeing only pub- 
lic patients, 44% (27 of 62) saw both public and pri- 
vate patients, and no physician saw only private pa- 
tients. Thus, in both countries, many public-sector 
psychiatrists are also seeing patients privately, a trend 
that could well be encouraged by appointing hospital 
staff on a genuinely part-time basis. The differences in 
health care funding may have influenced the availabil- 
ity of psychiatrists, for at the time of this study there 
was only one Australian graduate who had migrated to 
practice psychiatry in New Zealand, while 69 New 
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Zealand medical graduates were practicing psychiatry 
in Australia. 

The costs of these two systems of health care deliv- 
ery can be estimated. Australian private-sector psychi- 


atrists in full-time practice gross $150,000 ($125,000 


U.S.) on average, out of which they will pay for tele- 
phone, rooms, and secretarial assistance. The average 
private psychiatrist nets more than the average family 
physician, has a similar net income to nonprocedural 
internists, but has a net income less than that of pro- 
cedural specialists like surgeons or obstetricians. Full- 
time public-sector psychiatrists receive salary packages 
that average $70,000, to which should be added 
$30,000 to cover the cost of telephone, rooms, and 
secretarial assistance. Thus, the average cost of a pub- 
lic-sector psychiatrist will be $100,000/year. On the 
assumption that 55% of psychiatrists in Australia are 
in predominantly private practice, the cost of the av- 
erage Australian psychiatrist is $127,500/year. Since 
there are 8.8 per 100,000, the cost to the community 
can be calculated as $1.12 million per 100,000 popu- 
lation. The cost of a public-sector psychiatrist in New 
Zealand is similar to that in Australia; thus, salary 
package and infrastructure costs total $100,000/year. 
Private psychiatrists in New Zealand should probably 
be costed at a similar figure for the lack of insurance 
limits attainable earnings. New Zealand has 4.3 psy- 
chiatrists per 100,000, and so the cost of psychiatrists 
per 100,000 population can be calculated to be $0.43 
million. 

The recurring costs of a hospital service calculated in 
available bed-day units can also be calculated. If an 
average of $150 per day is used, the rate paid by health 
insurers to private hospitals for shared-ward long- 
stay accommodation, excluding the costs of drugs, in- 
vestigations, and physicians fees, then Australia with 
74 beds per 100,000 will pay $4.05 million/year and 
New Zealand with 128 beds per 100,000 will pay 
$7.0 million/year per 100,000 population for their 
hospital-based services. Using these figures, we can 
calculate the cost of psychiatric care in Australia at 
$5.17 million/year per 100,000, while services 
modeled on the New Zealand system, calculated at 
$7.43 million/year per 100,000, would be 44% more 
expensive, 

If the goal of psychiatric care is to treat people in the 
community and maintain them as contributing mem- 
bers of society, then the Australian system appears to 
be both more effective and cheaper. With 74 beds per 
100,000, Australia has one of the lowest bed ratios of 
any developed nation (5). In 1982, England and Wales 
had 2.4 psychiatrists and 187 beds per 100,000 (5), 
while data supplied by the American Psychiatric Asso- 
ciation for 1982 suggest that the United States had 14 
qualified psychiatrists and 108 beds per 100,000 pop- 
ulation. Given such numbers of psychiatric beds, the 
U.S. system and the British system, in particular, 
would, if introduced into Australia, cost much more 
than the present Australian system, even though Aus- 
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tralia has universal and unlimited reimbursement of 
private physicians’ fees. 

In Australia the bed numbers are still being reduced 
and seem likely to decline to 50 beds per 100,000 or 
even lower. There are still large rural mental hospitals 
with static aging populations of patients, and closing 
these hospitals will reduce the bed ratios significantly. 
In a recent survey of discharged long-stay mental hos- 
pital patients (unpublished paper), we have shown that 
the vast majority prefer to live in the community no 
matter how Spartan the accommodation. In Sydney, a 
city of 3.5 million that has an active program of dein- 
stitutionalization, the provision of community support 
services and the availability of psychiatrists have 
meant that few problems are posed by patients living 
in the community (our unpublished data). It is tempt- 
ing to conclude that in Australia the need for beds has 
been reduced by the accessibility of psychiatrists in 
private community practice. Conversely, in New 
Zealand, where there are few psychiatrists and a large 
investment in mental hospital services, criticism of 
what happens in those hospitals is considerable, both 
in the lay press and in scientific journals (6). 

Unlimited reimbursement of fees in the Australian 
system has been criticized because of the extent of 
long-term individual and group psychotherapy. I have 
argued elsewhere (1, 7) that, notwithstanding the value 
of long-term psychotherapy for many patients, some 
of the physicians carrying out such therapies have 
had no special training and some of the patients, being 
in high status jobs, seem unlikely to be still handi- 
capped by the condition for which they are receiving 
therapy. A threshold beyond which reimbursement 
from insurance funds would cease, unless justified by 
both the clinical need of the patient and the compe- 
tence of the therapist, would solve this problem. Dis- 
puted cases could be resolved using a peer review pro- 
cess similar to that used by the American Psychiatric 
Association. 

The present study has attempted to integrate com- 
parative data on manpower and bed ratios with infor- 
mation about clinical practice and type of payment 
systems. The Australian system, which provides unlim- 
ited reimbursement of fee-for-service office practice, 
has always been regarded as very expensive. However, 
such a system has encouraged psychiatrists to go into 
private practice in the community and allowed bed 
numbers to be reduced so that, in comparison to New 
Zealand, it has been possible to treat twice as many 
patients at two-thirds the cost. The Australian system 
appears to be relatively cost efficient and capable of 
fine tuning to produce an effective and efficient mental 
health care service. 
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Deceased Members of the American Psychiatric Association 


The deaths of these members were reported to APA between Feb. 3 and April 5, 1989. 


John T. Andersen, M.D. 
Herman M. Beerman, M.D. 
Harold Birnkrant, M.D. 
Waldemar H. Boldt, M.D. 
Harold Roy Brillinger, M.D. 
Sylvester T. Centrone, M.D. 
Catherine Cullinan, M.D. 
Desmond Curran, M.D. 
Frank J. Curran, M.D. 
Howard Davidman, M.D. 
Jean Delay, M.D. 

Sami Zakaria Demay, M.D. 
Samuel T. Diaz, M.D. 


William James S. Edington, M.D. 


Emilio G. Espindola, M.D. 
Harrison Evans, M.D. 

Ruth Fox, M.D. 
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The Presumptive Role of Fantasy in Serial Sexual Homicide 


Robert Alan Prentky, Ph.D., Ann Wolbert Burgess, R.N., D.N.Sc., 
Frances Rokous, B.A., Austin Lee, Ph.D., Carol Hartman, R.N., D.N.Sc., 
Robert Ressler, M.S., and John Douglas, M.S. 


The authors examined the role of fantasy as an in- 
ternal drive mechanism for repetitive acts of sexual 
violence. A sample of 25 serial sexual murderers with 
three or more known victims each was compared with 
a sample of 17 single sexual murderers, with only one 
known victim each. The drive mechanism was hypoth- 
esized to be an intrusive fantasy life manifested in higher 
prevalences of paraphilias, documented or self-reported 
violent fantasies, and organized crime scenes in the serial 
murderers. All three hypotheses were supported. 

(Am J Psychiatry 1989; 146:887—891) 


mong the four violent Crime Index offenses of the 

Federal Bureau of Investigation (FBI), murder is 
the most infrequent, accounting for about 2% of the 
total violent crimes. And of those who murder once, 
only a small fraction murder again (1). Within the 
overall category of murder, homicides that appear to 
be sexually motivated are uncommon (2, 3), and serial 
sexual homicide is even more infrequent. Despite the 
proportionately few serial sexual murderers, the num- 
ber of victims accounted for by each perpetrator is 
often very high. For instance, Ressler et al. (4) reported 
on the 118 known victims of 36 sexual murderers. The 
consequent impact of this small but very violent sub- 
group of offenders is indeed large. 

Of even greater concern is that the frequency of 
these random, seemingly motiveless, murders appears 
to be increasing (5). Burgess et al. (5) noted that be- 
tween 1976 and 1984 there was a 160% increase in 
murders with unknown motives. Motivated murders 
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tend to have identifiable external precipitators; many 
of these murders are premeditated, intentional, ration- 
al acts or accidental killings committed in the heat of 
passion (6, 7). Sexual homicide, however, has typically 
been viewed as an anomalous event and has defied 
efforts to devise an explanatory model based on some 
theory-driven conceptualization of the behavior. In his 
classic paper on the subject, Brittain (8) disavowed any 
attempt at theoretical formulation and instead pro- 
vided a descriptive profile of the sadistic murderer. 
Similarly, in his attempt to categorize sexual murder- 
ers, Revitch (9) described three cases (impulsive, com- 
pulsive, and catathymic or tension release) without 
positing any theory to explain the behavior. 

MacCulloch et al. (10) provided a novel explanation 
of the motivation of 13 of the 16 sadistic patients they 
examined, whose crimes (not all homicide) appeared 
to be driven by “internal circumstances.” MacCulloch 
et al. found a pattern of sadistic fantasies that, in rep- 
etition-compulsion fashion, were played out repeated- 
ly—initially in fantasy only, later on in behavioral 
mock trials, and eventually in assaults. The more the 
fantasies were cognitively rehearsed, the more power 
they acquired. 

The excellent descriptive case reports by Brittain (8), 
Revitch (9), MacCulloch et al. (10), and others have 
provided a rich source for hypothesis generation. In 
particular, MacCulloch et al. (10) underscored the crit- 
ical importance of fantasy as a possible drive mecha- 
nism for extremely serious crimes that, until recently, 
were assigned to the wastebasket of “unknown mo- 
tive.” A number of plethysmography studies (11—13) 
provide support for the role of fantasy in perpetuating 
sexually assaultive behavior. As Abel and Blanchard 
noted, there is also abundant support in the psycho- 
analytic literature for the “high concordance between 
presence of deviant fantasies and occurrence of deviant 
behavior” (14, p. 468). 

Burgess et al. (5) reported a fantasy-based motiva- 
tional model for sexual homicide. The model, which 
has five interactive components (impaired develop- 
ment of attachments in early life; formative traumatic 
events; patterned responses that serve to generate fan- 
tasies; a private, internal world that is consumed with 
violent thoughts and leaves the person isolated and 
self-preoccupied; and a feedback filter that sustains re- 
petitive thinking patterns), was tested on a sample of 
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36 sexual murderers. In that initial study, Burgess et al. 
(5) found evidence for daydreaming and compulsive 
masturbation in over 80% of the sample in both child- 
hood and adulthood. 

Using the same sample, Ressler et al. (4) examined 
the role of the organized/disorganized dichotomy (15), 
which has proven to be a relatively powerful discrim- 
inator in two important areas, crime scene investiga- 
tion and life history variables. Classification of a crime 
as organized or disorganized is made with data present 
at the scene of a murder and is based on the notion that 
highly repetitive, planned, well-thought-out offenses 
will be distinguishable from spontaneous, random, 
sloppy offenses. According to Ressler et al.’s prediction 
(4), the organized offender should be more character- 
ized by a fantasy life that drives the offenses than is the 
disorganized offender. Ressler et al. found numerous 
differences between organized and disorganized of- 
fenders with respect to acts committed during their 
offenses, thus providing support for the validity of a 
typological discrimination that has theoretical roots in 
fantasy. 

A critical, yet untested, question concerns putative 
differences between serial and single sexual murderers. 
The present study was intended to examine the pre- 
sumptive role of fantasy as a drive mechanism for re- 
petitive (i.e., serial) sexual murder. The working hy- 
pothesis was that serial sexual murcerers are more 
likely to have underlying internal mechanisms that 
drive their assaultive behavior than single sexual mur- 
derers. This internal drive mechanism was hypothe- 
sized to take the form of an intrusive fantasy life that 
is manifested in 1) a higher prevalence of paraphilias, 
2) a higher prevalence of organized crime scenes, and 
3) a higher prevalence of violent fantasies. 


METHOD 
Subjects 


The sample of serial sexual murderers consisted of 
25 of the 36 murderers from an earlier study by the FBI 
(4,5, 16). Only men who had committed three or more 
sexual homicides each were included in this study. The 
men were interviewed by special agents of the FBI in 
various U.S. prisons between 1979 and 1983. The data 
collected included information retrieved from official 
records, e.g., psychiatric and criminal records, pretrial 
records, court transcripts, interviews with correctional 
staff, and prison records. The information derived 
from these structured interviews and archival sources 
was coded with a questionnaire. 

The sample of single sexual murderers consisted of 
seven offenders in the FBI sample and 10 men residing 
at the Massachusetts Treatment Center; each had mur- 
dered only once. The data for the Massachusetts Treat- 
ment Center subjects were archival. The clinical files of 
men committed to the center include past institution- 
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TABLE 1. Descriptive Characteristics of Serial and Single Sexual 
Murderers? 





Serial Single 
(N=25) (N=17) 
Characteristic N % N % 
Race 
Caucasian 24 96 14 ; 
Black 1 4 2 2 
Marital status 
Married 5 21 3 20 
Divorced or separated 7 29 5 27 
Never married 12 50 9 53 
IQ 
Above average (=110) 14 58 4 29 
Below average (£90) 4 17 4 9 
Age at time of first 
murder (years) 
<70 7 28 4 24 
20—24 6 24 4 24 
25—30 9 36 5 29 
>30 3 12 4 24 





“Some data were missing for some individuals, so percentages were 
based on varying total numbers of subjects. 


alization records, school and employer records, parole 
summaries, probation records, and social service 
notes. Since the initial evaluation process includes clin- 
ical interviews, psychological testing, and review of 
final records from court-appointed examiners, this in- 
formation is available as well. After evaluation, sub- 
stantial information is added to the file during treat- 
ment, including psychiatric evaluations and progress 
reports on all aspects of the rehabilitation program. 
The clinical files were coded with a questionnaire sim- 
ilar to the one employed in the FBI study. 

Some demographic characteristics of the two sam- 
ples are provided in table 1. The serial group was al- 
most exclusively Caucasian, while about one-fifth of 
the single group was either black or Hispanic. Marital 
status was almost identical for the two groups. Since 
the age of the offender at the onset of violent criminal 
activity could be a critical factor, we compared the two 
samples’ ages at the time of their first sexual homi- 
cides. As shown in table 1, the samples were remark- 
ably similar (x*=1.02, df=3, p<0.80). The only note- 
worthy comparison concerned intelligence; 58% of the 
serial murderers but only 29% of the single murderers 
had higher than average IQs, although the difference 
was not statistically significant (y°=3.14, df=2, p< 
0.21). This trend is entirely consistent with theoretical 
expectations and essentially parallels the difference be- 
tween the groups in organization of the crime scene. 
That is, it has been hypothesized (15) that organized 
murderers have higher IQs than disorganized murder- 
ers. While intelligence seems to have little bearing on 
the quality or content of the fantasy, it does influence 
how well the fantasy is translated into behavior (i.e., 
how organized the crime is) and how successfully the 
offender eludes apprehension. 
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Procedure 


Fantasy is a rather inclusive term that covers a wide 
range of cognitive processes. Our use of the term 
“fantasy” in this paper is based on an information 
processing model that interprets thoughts as deriva- 
tions of incoming stimuli that have been processed and 
organized (17). Daydreaming has been defined as any 
cognitive activity representing a shift of attention away 
from a task (18). A fantasy, as it is defined in this 
study, is an elaborated set of cognitions (or thoughts) 
characterized by preoccupation (or rehearsal), an- 
chored in emotion, and originating in daydreams. A 
fantasy is generally experienced as a collection of 
thoughts, although the individual may be aware of im- 
ages, feelings, and internal dialogue. For present pur- 
poses a crime fantasy (involving rape, murder, or both) 
was positively coded if the interview or archival data 
indicated that the daydreaming content included inten- 
tional infliction of harm in a sadistic or sexually violent 
way. 

In the case of a serial murderer, the crime scene of 
the first sexual homicide was examined. The homicide 
was Classified as organized if the crime scene suggested 
that a semblance of order existed before, during, and 
after the offense and that this order was aimed at pre- 
venting detection (15). The homicide was classified as 
disorganized if the crime scene was characterized by 
great disarray, suggesting that the assault had been 
committed suddenly and with no apparent plan for 
preventing detection. The crime scene classifications 
were made by two special agents from the FBI, who 
used crime scene data only. These data consisted of 
physical evidence found at the crime scene that were 
hypothesized to reveal behavioral and personality 
traits of the murderer. The crime scene may have in- 
cluded the point of abduction, locations where the vic- 
tim was held, the murder scene, and the final location 
of the body. Examples of such crime scene data are the 
use of restraints, manner of death, presence of a weapon, 
depersonalization of the victim (e.g., rendering the victim 
unidentifiable through disfigurement), evidence that the 
crime was staged, and physical evidence (e.g., personal 
artifacts of the victim or offender). 

The planning variable was defined as premeditation. 
An offense was coded as planned when there was ma- 
terial evidence of a pre-existing strategy to carry out 
the crime, as reflected by the presence of crime-specific 
paraphernalia and/or weapons (as opposed to items 
or weapons of opportunity). Any evidence that the 
crime had been rehearsed before its execution (e.g., 
targeting a specific location) would also be considered 
planning. 

The paraphilias were coded as present if there was 
clear, unambiguous evidence in the archives or from 
self-reports that the behavior was practiced and that it 
was not happenstance. The paraphilias were defined in 
concrete, behavioral terms and examples were provid- 
ed—for the subject in the case of self-report and for the 
coders in the case of archival retrieval. 
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TABLE 2. Prevalence of Violent Fantasies, Paraphilias, and Orga- 
nized Crime Scenes in Serial and Single Sexual Murderers“ 








Serial Single 

(N=25) (N=17) g 
Characteristic N % N % (df=1) p 
Fantasies of rape, murder, 
or both 19 86 3 23 14.02 0.001 
Paraphilias 
Compulsive masturbation 14 70 6 50 128 0.26 
Indecent exposure 5 25 1 7 181 019% 
Voyeurism 15 75 6 43 3.60 0.06 
Fetishism 15 71 4 33 4.54 0.03 
Cross-dressing 5 25 0 0 438 0.05” 
Organized crime scene 
Organized 17 68 4 24 8.00 0.005 
Planned 10 42 7 41 — — 


"Some data were missing for some individuals, so percentages were 
based on varying numbers of subjects. 
erived from Fisher’s exact test (one-tailed). 


Eight variables were identified in the FBI data base 
and the Massachusetts Treatment Center data base 
that were conceptually identical and theoretically 
meaningful for testing a series of hypotheses regarding 
these two samples. The two sets of variables were 
merged to create a new set of dichotomous variables. 
The dichotomous variables were analyzed with the chi- 
square statistic. When the expected frequency for a cell 
was less than 5, the chi-square test was inappropriate 
and was replaced by Fisher’s exact test (19). No sub- 
jects were omitted from the analyses because of miss- 
ing data. 


RESULTS 


The results are shown in table 2. The a priori hy- 
pothesis regarding fantasy was strongly supported 
(x7=14.02, df=1, p<0.001). Well over three-quarters 
of the serial group (86%), compared with less than 
one-quarter of the single group (23%), evidenced suf- 
ficiently obtrusive violent fantasies to be noted in the 
records. 

Our hypothesis of a higher prevalence of paraphilias 
in the group of serial murderers was also supported. 
There were higher prevalences of all five paraphilias 
in the serial group than in the single group, and there 
were significant differences in fetishism (y7=4.54, 
df=1, p<0.03) and cross-dressing (y*=4.38, df=1, 
p<0.05). 

Our a priori hypothesis regarding the organization 
or disorganization of the crime scene also was sup- 
ported (x*=8.00, df=1, p<0.005). Over two-thirds of 
the serial murderers’ first sexual homicides were orga- 
nized, while three-quarters of the sexual homicides 
committed by the single murderers were disorganized. 
There was no difference between groups with respect 
to the planning of the murder. 
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DISCUSSION 


Evidence from both clinical (10) and empirical (4) 
studies has underscored the importance of fantasy as a 
presumptive drive mechanism for sexual sadism and 
sexual homicide. This study provides support for that 
general conclusion and for greater specificity in the 
role of fantasy. That is, violent fantasy was present in 
86% of the multiple (or serial) murderers and only 
23% of the single murderers, suggesting a possible 
functional relationship between fantasy and repetitive 
assaultive behavior. While the precise function of con- 
summated fantasy is speculative, we concur with Mac- 
Culloch et al. (10) that once the restraints inhibiting 
the acting out of the fantasy are no longer present, the 
individual is likely to engage in a series of progressively 
more accurate “trial runs” in an attempt to enact the 
fantasy as it is imagined. Since the trial runs can never 
precisely match the fantasy, the need to restage the 
fantasy with a new victim is established. MacCulloch 
et al. suggested that the shaping of the fantasy and the 
motivation for consummating the fantasy may be un- 
derstood in terms of classical conditioning. Abel and 
Blanchard (14) discussed the role of fantasy in treat- 
ment, noting that “repeated pairing of... fantasized 
cues with orgasm results in their acquiring sexually 
arousing properties.” Consistent with this notion is the 
finding (20) that at least three social learning variables 
may be important in linking sexual arousal to deviant 
fantasy: 1) parental modeling of deviant behavior in 
blatant or attenuated fashion, 2) repeated associations 
between the modeled deviant behavior and a strong 
positive affective response from the child, and 3) rein- 
forcement of the child’s deviant response. While it is 
unlikely that the translation of the fantasy into reality 
conforms precisely to a classical conditioning model, it 
does appear that the more the fantasy is rehearsed, the 
more power it acquires and the stronger the associa- 
tion between the fantasy content and sexual arousal. 
Indeed, the selective reinforcement of deviant fantasies 
through paired association with masturbation over a 
protracted period may help to explain not only the 
power of the fantasies but why they are so refractory 
to extinction (20). 

Since it is commonly accepted that “normal” people 
often have sexually deviant fantasies (21), merely hav- 
ing a sadistic and/or homicidal fantasy does not mean 
that the fantasy will be acted out (22). In fact, fantasy 
may function as a substitute for behavior. Kaplan (23) 
has argued, for instance, that sadistic fantasies in 
healthy individuals may serve the purpose of discharg- 
ing anger. According to Kaplan, sex and aggression are 
incompatible affects. The fantasy temporarily dis- 
charges the anger, thereby permitting the expression of 
sexual feelings. The critical question regarding the role 
of fantasy is What are the disinhibitory factors that 
encourage the translation of symbolic activity (e.g., the 
paraphilias) or cognitive activity (e.g., fantasies) into 
reality? 

We found in this study that the serial murderers 
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evidenced a higher frequency of paraphilias than the 
single murderers. This is entirely consistent with the 
greater prevalence of violent fantasy in the serial mur- 
derers. Not only does paraphilia suggest a preference 
for fantasy, but the paraphiliac may be seen as some- 
thing of a fantasy-stimulus collector who seeks out 
secret experiences to add to his or her private, internal 
world of fantasy. Thus, acts such as peeping or exhi- 
bitionism serve to cultivate new secret experiences, 
which not only activate fantasy but provide the incen- 
tive (or motive) for playing out the fantasy. As Money 
(24) commented, “The paraphiliac’s ideal is to be able 
to stage his/her erotic fantasy so as to perceive it as an 
actual experience.” 

It is interesting that of the five paraphilias we exam- 
ined, the two with the largest intergroup differences— 
fetishism and cross-dressing—are also the ones that 
represent the enactment of some aspect of the fantasy 
life. Moreover, there is some evidence that fetishism 
and transvestism are more often associated with sexual 
aggression than other paraphilias. Wilson and Gosse- 
lin (25) studied-a large number of fetishists, sadomas- 
ochists, transvestites/transsexuals, and normal control 
subjects and found that 88% of the fetishists also en- 
gaged in either sadomasochism or transvestism. More 
to the point is the study by Langevin et al. (26), who 
concluded that sadomasochistic fantasies in conjunc- 
tion with a high degree of force may be premonitory 
signs of extreme dangerousness, including sexual mur- 
der. Langevin and his colleagues noted elsewhere (27) 
that not only is transvestism associated with other 
paraphilias but it “may go hand in hand with violent 
sexuality.” 

When the paraphilia is sexual homicide, the experi- 
ence of the act—obtaining the victim, performing rit- 
ualistic acts, engaging the victim sexually either before 
or after death, killing the victim, disposing of the body, 
eluding detection, and following the police investiga- 
tion in the media—provides a compelling motive for 
repetition (5). To the extent to which these compo- 
nents of the crime are contemplated and thought 
through beforehand, some element of fantasy must be 
involved. Indeed, evidence of forethought in the plan- 
ning and/or execution of the crime is highly associated 
with degree of organization (15). Consistent with our 
prediction, the percentage of organized murders was 
almost three times as high in the group of serial mur- 
derers as in the single murderers. 

On the other hand, the finding of no intergroup dif- 
ference in planning is entirely inconsistent with our 
prediction. A scrutiny of the planning variable revealed 
several problems. The first was a failure to clearly dis- 
tinguish between the planning of the offense in general 
and the planning of the actual murder. For the 10 
single murderers who came from the Massachusetts 
Treatment Center, planning referred to the offense. 
Thus, for a number of single murderers the offense was 
coded as planned, but the murder itself appeared to 
have been unplanned (i.e., it resulted from an accident 
or lethal force used to subdue the victim). In addition, 
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we were comparing the only murder committed by a 
single murderer with the first homicide committed by a 
serial murderer. In the cases of several serial murder- 
ers, the evidence for planning became clearer in sub- 
sequent homicides. Since those crimes were not con- 
sidered, the cases were classified as “not planned.” 

These preliminary findings, based on a small sample 
of offenders, provide tentative support for the hypoth- 
esis that fantasy life may be importantly related to 
repeated acts of sexual violence. The potential utility 
of such a finding, if supported by follow-up studies 
with larger samples, lies primarily in the area of sec- 
ondary intervention. Greater sensitivity to various be- 
havioral manifestations of “high-risk fantasy” (e.g., 
certain paraphilias in conjunction with other critical 
factors, a history of explicit cruelty to animals, the 
playing out of sadistic fantasies in subviolent, presum- 
ably consenting relationships) may increase the accu- 
racy of forecasting subsequent violence. In some cases 
of homicide investigation, recognizing the importance 
of fantasy in initiating and staging some murders has 
facilitated apprehension (15). Even greater than the 
potential benefits in crime scene investigation may be 
the contribution to the beleaguered efforts at clinical 
prediction of dangerousness. Since it is unlikely that 
violent behavior will decrease markedly, predictive 
neutrality is not a viable option. Thus, any assistance 
in identifying potentially homicidal people before they 
have murdered—or murder again—has enormous 
practical importance. One crucial task will be to an- 
swer the question of what leads an individual to trans- 
late a fantasy into reality. Of all those who harbor 
sadistic fantasies, only a small (unknown) fraction at- 
tempt to play out their fantasies. The presence of 
fantasy alone is a relatively poor harbinger of future 
conduct. Consequently, it is essential to scrutinize man- 
ifest behaviors that increase the probability of enacting 
fantasies. 
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Commentary 


Late Luteal Phase Dysphoric Disorder and DSM-III-R 


Robert L. Spitzer, M.D., Sally K. Severino, M.D., 
Janet B.W. Williams, D.S.W., and Barbara L. Parry, M.D. 


Text and diagnostic criteria for a new category, late 
luteal phase dysphoric disorder, appear in appendix A 
of DSM-IH-R: “Proposed Diagnostic Categories 
Needing Further Study.” The inclusion of this category 
in the manual was perhaps the most controversial as- 
pect of the revision of DSM-UL. In this paper the au- 
thors describe the work of the advisory committee that 
first proposed the category, the rationale for the cate- 
gory’s inclusion in the manual, and the many issues 
that were the focus of heated debates. 

(Am J Psychiatry 1989; 146:892-—897) 


n the last decade, mental health professionals have 

become increasingly interested in what has gener- 
ally been referred to as “premenstrual syndrome,” or 
PMS. This has paralleled a growing public interest in 
the condition and its treatment by a large number of 
over-the-counter pharmaceutical products. 

PMS has no precise definition but has come to refer 
to a collection of disturbances in mood or physical 
symptoms that occur regularly and repetitively before 
menses and remit once menses begins. Psychiatrists 
and other mental health professionals have made sig- 
nificant contributions to the burgeoning literature in 
this area, including the description of the syndrome 
and its differential diagnosis (1—6), the interaction of 
hormonal and psychological processes (7-13), theories 
of the etiology of the disorder (14—16), and treatment 
of the condition (17—21). 
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PMS has attracted much attention in the mental 
health field because of the prominence of mood distur- 
bances in most of the women who have menstrually 
related symptoms sufficiently severe to cause them to 
seek clinical attention. Yet there is still no accepted 
definition of PMS. Most mental health professionals 
have not been informed about recognizing and treating 
the syndrome. Therefore, many patients have been un- 
treated; others have been treated incorrectly because 
they were misdiagnosed as having physical problems 
(e.g., dysmenorrhea) or other psychiatric disorders 
(e.g., dysthymia, major depression, personality disor- 
der). Thus, many researchers who study PMS-related 
disorders have believed there is an urgent need for di- 
agnostic criteria to differentiate cases of PMS in which 
disturbance of mood predominates from cases of PMS 
with only physical symptoms and from cases of 
chronic mental disorder that are merely exacerbated 
premenstrually. It was hoped that such criteria would 
minimize the clinically inaccurate use of the term 
“PMS” and the consequent underdiagnosis, overdiag- 
nosis, and misdiagnosis of the syndrome, which have 
prevented optimal assessment and clinical care. 

Acceptable standardized diagnostic criteria are also 
needed by the research community to enhance gener- 
alizability of the findings from research studies. The 
usefulness of many past studies of PMS has been lim- 
ited by the lack of rigorously defined criteria for sub- 
yect selection. 

Diagnostic criteria provide mental health profes- 
sionals with a common language in which they can 
communicate about a disorder for which they share 
professional responsibility. Criteria for PMS were also 
needed to educate psychiatry and other medical spe- 
cialties and to clarify to the public the spectrum of 
PMS-related conditions. 

Therefore, in June 1985 an advisory committee to 
the Work Group to Revise DSM-III was convened to 
consider the inclusion in DSM-III-R of a category for 
a subset of PMS conditions in which mood disturbance 
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is a predominant symptom. The advisory committee 
was selected in consultation with staff of the Clinical 
Research Branch of the National Institute of Mental 
Health, which cosponsored the meeting. The commit- 
tee consisted of Dr. Robert L. Spitzer, chairperson of 
the Work Group to Revise DSM-III, Dr. Janet B.W. 
Williams, a member of the work group, Dr. Harrison 
Pope, a psychiatrist who has actively participated in 
revising several of the DSM-III categories, and 11 in- 
vestigators with special expertise in the area: Judith 
Abplanalp, Ph.D., Susan Blumenthal, M.D., Jean En- 
dicott, Ph.D., Ira Glick, M.D., Jean Hamilton, M.D., 
Wilma Harrison, M.D., Roger Haskett, M.D., How- 
ard Osofsky, M.D., Ph.D., Barbara Parry, M.D., 
David Rubinow, M.D., and Sally Severino, M.D. The 
selection of these experts was made purely on the basis 
of their having done research in this area, regardless of 
whether they favored including a PMS-like category in 
DSM-III-R. Although no gynecologist with expertise 
in this area was included in the group, many of the 
committee members were in collaborative work with 
specialists in obstetrics and gynecology. (Drs. Spitzer, 
Williams, Pope, Haskett, Parry, and Severino consti- 
tuted a subcommittee that later worked on revisions of 
the text and criteria for the category.) 


THE DSM-III-R CATEGORY ' 


The advisory committee first reviewed previous at- 
tempts to define PMS. Recognizing that several mem- 
bers might have reservations about the merits of in- 
cluding a version of PMS in DSM-III-R, the issue of 
whether or not to recommend inclusion of the category 
in DSM-III-R was postponed until the committee had 
first drafted an initial set of criteria for cases of PMS in 
which mood disturbance was an essential feature. This 
draft definition would serve as the basis for the discus- 
sion about whether or not to include it in the manual. 

In developing the diagnostic criteria, an attempt was 
made to clarify ambiguities in the definition of PMS 
that have been obstacles to communication among re- 
searchers and clinicians. Appendix 1 presents the final 
criteria that appear in the appendix in DSM-III-R. 

Criterion A: the phase of the menstrual cycle. This 
criterion specifies the temporal relationship between 
the symptoms of the disorder and the menstrual cycle. 
Note is made of the fact that the disorder can occur in 
nonmenstruating woman who have intact ovaries (22, 
23). 

Criterion B: the symptoms of the disorder. This cri- 
terion emphasizes that the diagnosis is not given in 
cases of PMS in which the only symptoms are physical. 
Ten symptoms are listed; five are required for the di- 
agnosis. At least one of the symptoms must be a mood 
disturbance: marked affective lability, persistent anger, 
marked anxiety, or marked depression. Physical symp- 
toms are included but are given less weight than be- 
havioral symptoms. 

Criterion C: severity of the disturbance. Many 
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women experience mildly unpleasant mood changes 
premenstrually, but the changes are not severe enough 
to interfere seriously with their work or their usual 
social activities or relationships. This would not meet 
criterion C, which requires that the disturbance be se- 
vere enough to impair functioning. 

Criterion D: differential diagnosis. Jt is not uncom- 
mon for women with other mental disorders, such as 
mood disorders or anxiety disorders, to experience 
premenstrual exacerbations of these disorders (24— 
27). The cause and treatment of premenstrually exac- 
erbated disorders may well be different from those of 
disturbances that are limited to the premenstrual 
phase. This criterion indicates that the diagnosis is not 
given if the symptoms are only an exacerbation of an- 
other disorder. 

Criterion E: confirmation by daily ratings. Studies 
have found that for many women who report severe 
premenstrual symptoms, daily self-ratings indicate that 
the symptoms are not as severe as initially reported or 
that the symptoms do not disappear within a few days 
after the onset of menses (3, 6). In other cases, daily 
self-ratings document that there is no consistent rela- 
tionship between the symptoms and the luteal phase. 
For these reasons, the diagnosis of this disorder is 
made only previsionally if based on retrospective re- 
ports alone. It should be noted that this stringent re- 
quirement—having the woman document prospec- 
tively the temporal course of the disorder—is unique to 
this mental disorder. 

The committee considered various names for the dis- 
order, believing it important to avoid using the impre- 
cise term “PM5,” which often is used to describe pre- 
menstrual disturbances that are limited to physical 
symptoms. The first name selected by the committee 
was “premenstrual dysphoric disorder,” which em- 
phasized that the essential symptoms were unpleasant 
(dysphoric) mood states. Months later, in recognition 
of the small number of cases that occur in women who 
are not menstruating, the name was changed to “‘peri- 
luteal phase dysphoric disorder.” The name was later 
changed once again, when as a result of a dialogue 
with colleagues from obstetrics and gynecology, it was 
recognized that, strictly speaking, the symptoms were 
not “around” (“peri-”) the luteal phase but actually 
occurred during the late luteal phase. Thus, the final 
name was “late luteal phase dysphoric disorder.” (Rec- 
ognizing the difficulty of such a long name, in the rest 
of this paper we will refer to the disorder as ““LLPDD.”) 

The advisory committee then discussed the advan- 
tages and disadvantages of including this category in 
DSM-III-R. Participating in the discussion as a non- 
voting guest was a representative of the American Psy- 
chiatric Association (APA) Committee on Women. She 
presented her committee’s many objections to the in- 
clusion of LLPDD in the manual. With the exception 
of two members of the advisory committee, the com- 
mittee strongly supported the inclusion of the category 
in the new classification. We will describe the issues 
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bearing on the possible inclusion of LLPDD in DSM-III-R 
that were discussed at this meeting and subsequently. 

Over the ensuing months controversy mounted re- 
garding the possible inclusion of the category in DSM- 
IHT-R. In the end, after careful deliberation, the APA 
Board of Trustees decided to include the category 
(with two other controversial categories) in an appen- 
dix to DSM-III-R. 


ISSUES IN THE CONTROVERSY 


Many nosologic issues and questions about poten- 
tial harm to women emerged in the debate about the 
inclusion of LLPDD in DSM-III-R. Following are the 
major objections to including LLPDD and responses to 
those objections. 


Nosologic Issues 


Aren’t the previous definitions and categorizations 
of premenstrual tension adequate? Ever since Frank 
(28) described “premenstrual tension,” there have 
been several attempts to define the disorder (5) and to 
describe subtypes based on clusters of premenstrual 
symptoms that covary together (29—33). However, 
none of these systems has been widely adopted by in- 
vestigators or clinicians because of an absence of con- 
sensus regarding many critical issues, such as baseline 
severity of symptoms, degree and duration of symptom 
change, kind of symptoms required (physical or 
mood), and degree of social or occupational impair- 
ment. Therefore, there is a need for a new consensus def- 
inition that can be used by both clinicians and researchers. 

Is too little known about the disorder to include it in 
an official classification that is used by both clinicians 
and researchers? One of the main criticisms of LLPDD 
is that too little is known about the condition and that 
what is known is inadequate and inconsistent. There- 
fore, adding the category to an official classification of 
mental disorders, with specified criteria, may seem pre- 
mature and likely to promote a false sense of knowl- 
edge that will actually have the effect of discouraging 
much. needed research. 

While it is true that little is known about the etiology 
and treatment of this condition, there is a general con- 
sensus about the descriptive features (the symptoms) of 
the disorder. In this regard, LLPDD is no different 
from many mental disorders with unquestioned valid- 
ity. For example, the etiology and treatment are un- 
known for antisocial personality disorder and hypo- 
chondriasis. In fact, because of the substantial data 
base available for LLPDD, the advisory committee had 
relatively little difficulty in agreeing on how to define 
the disorder with specific diagnostic criteria, in contrast 
to the difficulty in developing criteria for many of the cat- 
egories that were in DSM-III or added to DSM-III-R. 

Adding LLPDD to DSM-III-R facilitates the re- 
search that is needed to discover its etiology and effec- 
tive treatment, as was the experience with many of the 
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new categories in DSM-III. Diagnostic criteria encour- 
age research, as can be seen by the burgeoning of re- 
search on affective illness after diagnostic criteria were 
developed for affective disorders. It is for all of these 
reasons that the members of the advisory committee, 
most of whom are active investigators in this area, 
were so enthusiastic about developing the diagnostic 
criteria for LLPDD that would be in DSM-III-R. 

Isn’t the condition already classified as a physical 
disorder? Many of the opponents of the category ques- 
tioned the need for this category in a classification of 
mental disorders, arguing that a suitable category al- 
ready exists as a gynecologic disorder in the Interna- 
tional Classification of Diseases (ICD). While it is true 
that category 625.4, premenstrual tension syndromes, 
is included in the genitourinary system section of ICD, 
the category has no diagnostic criteria and no defini- 
tion. Therefore, it is not at all clear precisely what 
clinical conditions are subsumed by that category. 

The central issue here is whether LLPDD, the defi- 
nition of which requires both a disturbance of mood 
and functional impairment, should be classified as a 
physical disorder or as a mental disorder. We believe 
that LLPDD meets the DSM-III-R definition of a men- 
tal disorder: “a clinically significant behavioral or psy- 
chological syndrome or pattern that occurs in a person 
and that is associated with present distress (a painful 
symptom) or disability (impairment in one or more 
important areas of functioning).” Furthermore, differ- 
ential diagnosis of LLPDD, which in most cases in- 
volves distinguishing it from other mental disorders, 
requires the special skills of a mental health profes- 
sional (1), 

Despite the logic of these reasons for classifying 
LLPDD as a mental disorder, many argued that such a 
classification implies that biological factors are not 
central to LLPDD and, furthermore, that this suggests 
the proper treatment of LLPDD must therefore be psy- 
chotherapy. In fact, this is no more true of LLPDD 
than it is of other mental disorders in which biological 
factors play a central role and for which biological 
therapy, such as pharmacotherapy, may be indicated. 

An issue related to the inclusion of LLPDD as a 
mental disorder was concern about the effects on in- 
surance reimbursement for the treatment of “PMS.” 
Many women attending PMS clinics feared loss of in- 
surance coverage if their condition were reclassified as 
a mental disorder. It is hard to know what the effect on 
third-party reimbursement will be when the diagnosis 
is the basis for a claim submission, particularly since 
LLPDD appears only in the appendix of DSM-III-R 
and therefore is not an official DSM-III-R category. In 
any case, such fiscal considerations should not be the 
basis for excluding the category from a classification 
primarily concerned with clinical and scientific issues. 

Since all women experience some premenstrual 
changes, how can LLPDD be considered a disorder? 
Some of the opponents of LLPDD argued that premen- 
strual changes in women are universal and therefore 
LLPDD is only an arbitrary selection of the extreme 
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expression of a normal phenomenon. The problem 
with this argument is that the same argument could be 
made for many well-established diagnoses. For exam- 
ple, one extreme end of the distribution of intelligence 
in the population is recognized as mental retardation, 
extreme forms of sadness or grief are recognized as 
depressive disorders, and extreme concern with body 
weight, size, or shape is recognized as an eating disor- 
der. As with LLPDD and these other diagnoses, care 
must be given to defining them so that the boundary 
between normality and pathology maximizes the va- 
lidity (utility) of the category for research and clinical 
care. In the case of LLPDD, the diagnostic criteria as- 
sure that only a relatively small portion of women with 
premenstrual symptoms will qualify for the diagnosis. 

Since there is no objective measure for the LLPDD 
diagnostic criterion of functional impairment, how 
valid can the diagnosis be? It is true that in making the 
diagnosis of LLPDD, the clinician, in the absence of 
other confirming data (e.g., from a spouse), must rely 
solely on the subject’s assessment of whether the symp- 
toms are so severe that they “seriously interfere with 
work or with usual social activities or relationships 
with others.” However, the same problem exists in 
making other diagnoses. For example, the diagnosis of 
obsessive-compulsive disorder or of simple phobia 
may also require a clinical judgment that the symptoms 
significantly interfere with the person’s functioning. 

Doesn’t “late luteal phase dysphoric disorder” im- 
ply a theory that is as yet unproven, that something is 
biologically wrong with the menstrual cycle? This is a 
subtle but interesting argument. As yet, research has 
not revealed any biological abnormality, such as endo- 
crine disturbances, in women with severe premenstrual 
symptoms. Therefore, LLPDD may be a disorder not 
of the menstrual cycle itself but associated with the 
menstrual cycle. Another aspect of this argument is 
that the name of the disorder, because it implies bio- 
logical causality, will bias future research away from 
the exploration of other etiologic factors, such as so- 
cial and psychological factors. For example, Parlee 
(34) has suggested that stereotyped cultural beliefs 
about menstruation contribute to the development of 
premenstrual symptoms in certain women. 

Like almost all of the other names in DSM-III-R, 
“late luteal phase dysphoric disorder” is descriptive 
and does not imply any particular theory about etiol- 
ogy. We certainly hope that all potentially fruitful ap- 
proaches to etiology will be explored, including the 
role of psychological and social factors. 

Isn’t gender bias inherent in the fact that, by defini- 
tion, LLPDD can only be diagnosed in women? This is 
simply not true. Many mental disorders are differen- 
tially prevalent according to gender. Just as many di- 
agnoses in DSM-IIJ and DSM-III-R are more common 
in women (e.g., depressive disorders), many are far 
more common in men (e.g., antisocial personality dis- 
order, psychoactive substance use disorders) and some 
are hardly ever seen in women (e.g., the paraphilias). 
One DSM-III-R disorder, premature ejaculation, by 
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definition, can only be diagnosed in men, and there is 
no analogous.category in women. 


Social Issues 


In the debate about LLPDD the social issues all fo- 
cused on the potential harm to women that could re- 
sult from the inclusion of the category in DSM-III-R. 

Will the inclusion of LLPDD in DSM-UI-R rein- 
force primitive myths about women’s “raging hor- 
mones” and their special vulnerability? There are two 
separate issues here. The myth of women’s “raging 
hormones” implies that all women are cyclically un- 
stable and defective. However, the recognition that 
some women have a cyclic disorder associated with the 
menstrual cycle certainly does not imply that all 
women who menstruate are disordered. In fact, it sug- 
gests the opposite: that the majority of women do not 
have mood disturbances in relation to the menstrual 
cycle. The second issue is that of vulnerability. Just as 
men are vulnerable to developing certain disorders, so 
too are women. It is not “antiwomen”’ to recognize 
LLPDD any more than it is “antimen” to recognize the 
many disorders that are more common in men. 

Won’t LLPDD stigmatize women in the workplace 
and discourage them from seeking clinical care? It is 
true that an employer might be reluctant to hire a 
woman who acknowledges that she suffers from 
LLPDD. However, an employer might well be reluc- 
tant to hire a woman who acknowledges any mental or 
physical disorder that could impair her job function- 
ing. Certainly, an employer should be even more wary 
of hiring a man with antisocial personality disorder or 
with a psychoactive substance use disorder than a 
woman with LLPDD. The solution to the problem of 
unfair discrimination in the workplace against individ- 
uals with mental disorders is certainly not to pretend 
that the disorders do not exist. 

It is true that many women with LLPDD are uncom- 
fortable with the idea that they suffer from a mental 
disorder, and some of these women might be reluctant 
to seek help if they knew that the disorder was re- 
garded as such. However, large numbers of women 
throughout the country seek help from the many clin- 
ics in departments of psychiatry that specialize in the 
study and treatment of this condition. This indicates 
that the stigma of mental illness does not discourage at 
least many of them from seeking clinical care. 

Since the diagnosis of LLPDD requires impaired 
functioning, could it be used against a woman seeking 
child custody in a divorce case? The answer is yes, but 
the legal issue is the same as for any mental disorder, 
such as a depressive disorder. In the case of LLPDD, it 
would have to be demonstrated that the mother’s ep- 
isodic impaired functioning resulted in harm to her 
child. However, as Benson has noted, “Although re- 
cent publicity about PMS has aggravated fears among 
women that PMS will justify assaults on them, cause 
them to lose custody of their children and otherwise 
disadvantage them in the area of domestic relations, 
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the case law has not reflected this. Regardless of PMS, 
an inquiry into the fitness or behavior of a parent or 
partner is frequently relevant” (S. Benson, Esq., ‘‘Pre- 
menstrual Syndrome as a Criminal Defense,” pre- 
sented at the Association of Trial Lawyers of America 
1986 annual conference, New York, July 15, 1986). If 
LLPDD were recognized as an official mental disorder, 
issues related to its use would be no different from the 
issues surrounding the use of other mental disorders in 
the judicial system. 

Since PMS has already been successfully used as an 
insanity defense in a murder case in England, could 
LLPDD be used in this way in this country in the 
future? Under current laws in most of the states, the 
presence of a mental disorder can be used to support 
an insanity defense only when there is evidence that the 
individual is unable to appreciate the consequences of 
his or her actions. This generally requires the demon- 
stration that the individual suffers from a psychotic 
disorder. Because LLPDD rarely involves psychotic be- 
havior, it is unlikely that it would often be used suc- 
cessfully as a psychiatric defense in a criminal case in 
this country. In the rare case in which LLPDD was 
associated with psychotic symptoms, it would be up to 
the jury to decide if the presence of the disorder was 
relevant to an insanity defense or whether the presence 
of the disorder should be a mitigating factor in sen- 
tencing (35, 36). 

Given the potential for stigma, what is the value of 
including the category in DSM-III-R when there is no 
known effective treatment and no known cause for the 
disorder? It is true that research has not yet reached 
consensus about a particular treatment that has proven 
effective in replicated double-blind controlled studies 
(18, 37). However, as noted before, there are many 
other mental disorders (as well as physical disorders) 
included in our classification system for which proven 
effective treatments have yet to be developed. Re- 
searchers need a standard definition in order to evalu- 
ate various treatments and to investigate the causes of 
the disorder. 


DISCUSSION 


The debate about including LLPDD in DSM-III-R 
had many benefits. The interest in the category assured 
that the diagnostic criteria were developed with great 
care and attention to the problems of differential diag- 
nosis. The issue of whether the condition should be 
classified as a mental or a physical disorder demon- 
strated the common misunderstanding many have 
about the meaning of the concept of “mental disor- 
der”: to many, “mental disorder” implies only psycho- 
logical causation and psychological treatment. Finally, 
the concern with the category’s stigmatizing effect on 
women demonstrates a pervasive fear in our culture 
that the gains women have made toward equality in 
recent years can be easily undermined by recognition 
of women’s special health needs. 
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Large numbers of women with LLPDD are being 
treated with medications of unknown efficacy. There is 
therefore an urgent need for controlled double-blind 
treatment studies. Future research should, however, 
not neglect psychological issues, such as the effect of 
the symptoms on family functioning (marital relations 
and relations with children) and the role of the family, 
in some cases, of initiating or sustaining the disorder. 
We anticipate that research on these and other issues, 
such as etiology, will be facilitated by having the cat- 
egory defined and described in DSM-III-R. We believe 
this will result in better health care for women and 
reduce the suffering of women with this disorder. 

The developers of DSM-IV will have to decide 
whether there is sufficient evidence to justify the inclu- 
sion of this category in the next revision of our diag- 
nostic manual. If it is included, we suggest a less cum- 
bersome name: “luteal dysphoric disorder.” Although 
the terms “early” and “phase” have the advantage of 
precision, their absence should cause no confusion as 
to what is meant by the diagnostic term. 
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APPENDIX 1. Diagnostic Criteria for Late Luteal Phase Dysphoric 
Disorder 


A. In most menstrual cycles during the past year, symp- 
toms in B occurred during the last week of the luteal phase 
and remitted within a few days after onset of the follicular 
phase. In menstruating females, these phases correspond to 
the week before, and a few days after, the onset of menses. 
(In nonmenstruating females who have had a hysterectomy, 
the timing of luteal and follicular phases may require meas- 
urement of circulating reproductive hormones.) 

B. At least five of the following symptoms have been 
present for most of the time during each symptomatic late 
luteal phase, at least one of the symptoms being either (1), 
(2), (3), or (4): 

(1) marked affective lability, e.g., feeling suddenly sad, 
tearful, irritable, or angry 

(2) persistent and marked anger or irritability 

(3) marked anxiety, tension, feelings of being “keyed up,” 
or “on edge” 

(4) markedly depressed mood, feelings of hopelessness, or 
self-deprecating thoughts 

(5) decreased interest in usual activities, e.g, work, 
friends, hobbies 

(6) easy fatigability or marked lack of energy 

(7) subjective sense of difficulty in concentrating 

(8) marked change in appetite, overeating, or specific food 
cravings 

(9) hypersomnia or insomnia 

(10) other physical symptoms, such as breast tenderness or 
swelling, headaches, joint or muscle pain, a sensation of 
“bloating,” weight gain 

C. The disturbance seriously interferes with work or with 
usual social activities or relationships with others. 

D. The disturbance is not merely an exacerbation of the 
symptoms cf another disorder, such as Major Depression, 
Panic Disorder, Dysthymia, or a Personality Disorder (al- 
though it may be superimposed on any of these disorders). 

E. Criteria A, B, C, and D are confirmed by prospective daily 
self-ratings during at least two symptomatic cycles. (The diag- 
nosis may be made provisionally prior to this confirmation.) 
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Brief Communications 


Effect of a Psychiatric Liaison Program on Consultation 
Rates and on Detection of Minor Psychiatric Disorders 
in Cancer Patients 


Cheryl F. McCartney, M.D., Patricia Cahill, M.D., David B. Larson, M.D., M.S.P.H., 
John S. Lyons, Ph.D., Cicilia Y. Wada, Ph.D., and Harold Alan Pincus, M.D. 


Because only 2% of the 47% of cancer patients with 
psychiatric disorders receive psychiatric consultations, 
the authors investigated the impact of a psychiatric 
liaison program on improving consultation rates on a 
gynecologic oncology unit. Consultation rates for gy- 
necologic cancer patients before and after introduction 
of the program were compared to rates from other 
cancer patients in the same hospital during the same 
7-year period. Rates for the gynecologic patients were 
higher after the program (9%) than before (4%), as 
were rates for follow-up consultations, and the detec- 
tion of minor DSM-III disorders improved. The au- 
thors conclude that liaison improves access to psycht- 
atric treatments that often enhance the quality of life 
for seriously ill patients. 

(Am J Psychiatry 1989; 146:898-901) 


Ithough 47% of cancer patients suffer from psy- 
chiatric disorders (1), the reported request rate 
for psychiatric consultations for this population is only 
about 2% of annual cancer admissions (2). Similarly, 
of the 30%—60% of medically ill hospitalized patients 
estimated to have psychiatric comorbidities, only 1%— 
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3% receive psychiatric consultations (3). Since the ma- 
jority of psychiatric diagnoses in cancer patients are 
adjustment disorders that are responsive to brief ther- 
apies (4) and since improved quality of life, not cure, is 
the only realistic goal for about 50% of cancer patients 
(5, 6), it is important to achieve higher psychiatric con- 
sultation rates for these patients. 

The inability of primary care-physicians to identify 
psychiatric problems (7—9) and their belief that psy- 
chiatric intervention is not helpful (9) have been cited 
as the reasons for low consultation rates in medically 
ill patients. Psychiatric consultation-liaison interven- 
tion programs attempt to improve physicians’ recog- 
nition of emotional problems and trust in psychiatry’s 
effectiveness by providing education, screening of pa- 
tients to detect psychiatric disorders, and therapeutic 
services to patients with psychiatric disorders (10). Ef- 
forts to train primary care physicians to care for pa- 
tients with psychiatric disorders have yielded disap- 
pointing results. Thus, in their review of evaluative 
studies in consultation-liaison psychiatry, McKegney 
and Beckhardt (11) concluded that a realistic goal for 
such interventions would be the consultees’ identifica- 
tion and referral of medically ill patients with psychi- 
atric disorders (11). | 

Although several descriptive reports have demon- 
strated the benefits of liaison (11), only one study (12) 
quantified the increase in consultation that is associ- 
ated with liaison. However, the general applicability of 
the findings is limited because the authors compared 
the impact of “active” liaison to an already existing 
liaison program, the intervention period was short (6 
months), the study sample was small and had hetero- 
geneous medical problems, and no statistical tests were 
performed on the frequency data. 

Our study improves on the methods of Torem et al. 
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(12) in that we evaluated the impact of a new psychi- 
atric liaison program on consultation rates. Our inter- 
vention period was longer (3 years), the patient sample 
was homogeneous (women with gynecologic cancer), 
and outcome was compared to two relevant compari- 
son groups without liaison: women with gynecologic 
cancer in the 4 years before the liaison program was 
introduced and people with all other cancers in the 
same hospital during the 7-year study period. We also 
examined the rates of minor psychiatric diagnoses and 
of follow-up consultations during subsequent admis- 
sions in these patient groups. 


METHOD 


The patients in this 7-year study received care in a 
university hospital’s referral oncology program. Two 
time periods were examined: 1) the 4 years before psy- 
chiatric liaison intervention with the gynecologic on- 
cology service, and 2) the first three years after the 
liaison program was introduced. The 1,798 gyneco- 
logic cancer patients served during the time period that 
the liaison program was in effect composed the exper- 
imental group. The 1,092 gynecologic cancer patients 
served during the time period before the liaison pro- 
gram were one comparison group. To control for any 
effects of changing hospital or reimbursement policies 
between the time periods a second comparison group, 
all other cancer patients in the same hospital during 
each time period (N=8,823), was studied. Each cancer 
group-time period subsample was classified according 
to whether psychiatric consultation had or had not 
been received. 

Physician residents serving monthly rotations on on- 
cology services were the consultees. The consultations 
for the comparison groups were distributed among all 
psychiatric consultation faculty and their residents. 
For the experimental group (i.e., the gynecologic can- 
cer patients served during the liaison program), all con- 
sultations were performed by a psychiatrist (C.F.M.) 
(and/or two of her advanced residents doing year-long 
electives) who had developed a working relationship 
with the permanent attending staff and rotating gyne- 
cology residents. The consultants had learned the pre- 
sentation, treatment, and prognoses for the types of 
gynecologic cancer of the patients on the oncology ser- 
vice and attended team conferences in which all pa- 
tients’ psychosocial statuses were discussed. These psy- 
chiatrists performed psychiatric evaluations on 
request, supervised oncologists’ implementation of 
psychiatric recommendations (e.g., counseling, medi- 
cation), and provided brief psychotherapy (individual, 
marital, and family). 

We obtained demographic information about all pa- 
tients served during the 7-vear period from the Com- 
puterized Cancer Data Base for North Carolina Me- 
morial Hospital and the Lineberger Cancer Research 
Center. For patients who had psychiatric consulta- 
tions, hospital charts were the source of data about 
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age, race, marital status, economic status, site and ex- 
tent of cancer at the time of first diagnosis and at con- 
sultation, duration of life from consultation until death 
(a measure of severity of illness), reason for consulta- 
tion, and psychiatric diagnosis. 

Consultation rates were defined as the number of 
patients in a category who had consultations divided 
by the total number in that category who had been 
seen at the hospital multiplied by 100. DSM-III diag- 
noses were classified as major (organic mental disor- 
der, schizophrenia, major depression, paranoia, alco- 
hol/substance abuse, personality disorder, anxiety 
disorder, psychosis, and mental retardation) or minor 
(adjustment disorder, life circumstance problem, psy- 
chological factors affecting physical condition). Be- 
cause 15% of the patients who had consultations in 
each time period received no final psychiatric diagnosis 
or had no psychiatric disorder, they were excluded 
from this calculation. Then, the percent of the remain- 
ing patients with consultations that resulted in minor 
diagnoses was calculated. Follow-up consultations 
were those ordered for patients who had had initial 
consultations in previous admissions. A follow-up con- 
sultation percent was calculated by dividing the num- 
ber of patients who received follow-up consultations 
by the total number who had received consultations 
initially. 

The chi-square statistic was used to test the signifi- 
cance of the difference in the consultation rates be- 
tween cancer groups in each of the two time periods 
and differences between time periods for each cancer 
group. To address the primary question of whether the 
liaison intervention was associated with higher consul- 
tation rates, we computed the difference between the 
consultation rate before and the consultation rate after 
introduction of the liaison program for each cancer 
group. Then, the significance of the difference between 
these differences was tested by using a Z test of differ- 
ences in proportions (13). For consistency, these re- 
sults are reported as chi-square statistics. A similar 
analysis was used to assess the effect of the liaison 
program on the consultation rate for those with minor 
psychiatric diagnoses and on the follow-up consulta- 
tion rate. 


RESULTS 


Within each patient group (gynecologic cancer and 
other types of cancer) from which consultations were 
drawn, there were no differences in age, race, or mar- 
ital status between time periods (before and after the 
introduction of the liaison program). However, the 
other cancer group was significantly older than the 
gynecologic cancer group; 72% and 58%, respec- 
tively, were older than 50 years in both time periods 
(before: x7=81.4, df=1, p<0.001; after: y7=176.7, 
df=1, p<0.001). The other cancer group also had a 
significantly higher percent of white patients than the 
gynecologic group (68% and 59%, respectively, in 
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TABLE 1. Consultation Rates of Cancer Patients Before and After Introduction of a Psychiatric Liaison Program to a Gynecologic Oncol- 


ogy Service 
Patients With Consultations 
With DSM-III 
Initial Follow-Up peeves 
Consultation Consultations Minor 
Group and Time Period Patients N % N Yo Any N % 
Gynecologic cancer 2,890 204 Fol 4] 20.1 173 101 58.4 
Before liaison program 1,092 45 4,1%° 6 13.3 40 20 50.0 
After liaison program 1,798 159 8.8% 35 22.09% 133 81 60.9 
Difference oe _ 4.7! — 8.7 — — 10.9 
Other types of cancer (no liaison 
program) 8,823 184 2.1 22 12.0 153 66 43.1 
gat epee liaison pro- 
3,209 iD. 222 8 11.1 59 23 39.0 
ae gynecologic liaison pro- 
gram 5,514 112 20° 14 12.54 94 43 45.7° 
Difference = — ~0.2' — 1.4 — — 6.8 


„Significant difference TE time periods for gynecologic group (x7=23.09, df=1, p<0.001). 


’Significant difference between cancer groups before the program { 


310.85, df=1, p<0.001). 


‘Significant difference between cancer groups after the program (x*=181.37, df=1, p<0.001). 
Significant difference between cancer groups after the program (x7=4.02, df=1, p=0. 05). 
“Significant difference between cancer groups after the program (y7=5.11, df=1, p=0.02). 


Significant overall difference between cancer groups ( 


both time periods) (before: x*=28.1, df=1, p<0.001; 
after: y*=71.9, df=1, p<0.001). The proportion of 
patients who were tnarried did not differ significantly 
between the other cancer group and the gynecologic 
cancer group before the liaison program (59% and 
56%) (x*=3.1, df=1, p<0.08) but was significantly 
different after the liaison program (55% and 60%) 
(x°=11.5, df=1, p<0.001). There was no difference in 
socioeconomic status between time periods for the gy- 
necologic cancer patients who had consultations, but 
these were the only patients for whom socioeconomic 
status could be ascertained. Consultation patients in 
all subgroups had more advanced disease than would 
be expected in a general population of cancer patients 
(6). Extent of disease was beyond local invasion in 
about 75% of all the cancer patients with consulta- 
tions. Among the patients who had consultations, 
47% with gynecologic cancer and 38% with other 
types of cancer lived less than 1 month after the initial 
consultation. By 2 months after the initial consulta- 
tion, about 50% of all the cancer patients had died, 
and by 6 months about 65% had died. 

As indicated in table 1, the initial consultation rate 
was significantly higher in the gynecologic group after 
the liaison program than before the program, but there 
was no change in rates between time periods for the 
other cancer group. In both time periods, the initial 
consultation rate was higher in the gynecologic group 
than in the other cancer group. These results suggest 
that a liaison program positively influences the rate of 
consultations requested. 

To assess the effect: of the liaison program on the 
detection of minor psychiatric diagnoses, the consul- 
tation patients who had been given DSM-III diagnoses 
were analyzed (table 1). There was no difference in 
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=26.94, df=1, p<0.001). 


distribution of major and minor diagnoses between 
cancer groups who had consultations before the liaison 
program. Among those with consultations after the 
liaison program, a higher percent of gynecologic pa- 
tients than other cancer patients received minor diag- 
noses. The percent of patients with consultations who 
received minor diagnoses was not significantly higher 
after the program than before the program in either 
group. There was no significant diference between the 
groups with respect to these differences over time., 

Before the liaison program, there was no difference 
in the follow-up consultation rate between the cancer 
groups. After the program, a significantly higher per- 
cent of patients in the gynecologic cancer group than in 
the other cancer group had more than one consulta- 
tion. The follow-up consultation rate was not signifi- 
cantly higher after the liaison program than before the 
program in either group, and the difference between 
the consultation rates from before to after the program 
also was not significantly different between the groups. 
These data are also presented in table 1. 


DISCUSSION 


We found that consultation rates were significantly 
higher after the introduction of a psychiatric liaison 
program to a gynecologic oncology service. The liaison 
program was also associated with a higher percent of 
consultations for minor psychiatric diagnoses and with 
a higher rate of follow-up consultations ordered on 
subsequent hospital admissions among gynecologic 
patients. The differences with respect to minor psychi- 
atric diagnoses and follow-up consultations were at- 
tenuated by large standard errors that accompanied 
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the measured differences in proportions from before 
the program to after the program between the two 
cancer groups. With a larger sample of consultation 
patients, these differences might be significant. 

Simple treatments that are often effective for psychi- 
atric disorders in cancer patients would not be avail- 
able to such patients without detection of the problems 
and requests for consultation by their oncologists. 
Thus, our finding of a higher consultation rate after the 
introduction of a liaison program, given the reported 
prevalence of psychiatric disorders in cancer patients, 
suggests that liaison contributes to improved clinical 
outcomes for cancer patients. Symptoms can usually 
be eliminated or reduced to a tolerable level by brief 
supportive psychotherapy based on a crisis interven- 
tion model and psychotropic medication (4, 14). Mas- 
sie and Holland (4) reported that only one to four 
visits were necessary for 58% of their oncology con- 
sultation patients. 

The finding that the majority of consultations were 
for patients nearing death confirms other reports that 
oncologists are most likely to request psychiatric inter- 
vention for patients with advanced cancer. Massie and 
Holland (4) reported that 77% of their consultations 
were for patients with stage III or IV disease. In addi- 
tion to evidence that patients with the poorest cancer 
prognoses have the most severe psychiatric disorders 
(15, 16), oncologists’ beliefs about emotional needs in 
cancer patients may also influence their requests for 
consultations. Although oncologists may believe that 
emotional distress is a normal and understandable re- 
action to cancer, which will remit if the cancer is cured, 
they may select patients for consultations because of 
perceived poor prognoses (17). When no further cur- 
ative treatments remain, oncologists may be more will- 
ing to offer psychiatric intervention to provide comfort 
and to help patients cope with death. 

A prevalence study (1) of psychiatric diagnoses in 
cancer patients showed that 68% of those with psy- 
chiatric disorders have adjustment disorders. Some pa- 
tients with these minor diagnoses may not be referred 
because oncologists may find these disorders more dif- 
ficult to detect than the more intense and obvious ma- 
jor psychiatric disorders. Other reasons for nonreferral 
could be that minor disorders are detected but felt not 
to require psychiatric assistance or that patients are 
unwilling to see a psychiatrist. The first hypothesis is 
supported by 1) the finding of Derogatis et al. (7) that 
oncologists rated cancer patients lower on dimensions 
of depression than the patients rated themselves and 2) 
our finding that after the liaison program there was a 
higher percent of gynecologic patients who received 
consultations and who were given minor psychiatric 
diagnoses. Thus, the results suggest that the liaison 
program helped the oncologists to detect the more sub- 
tle disorders. The higher rate of follow-up consulta- 
tions associated with liaison may reflect the oncolo- 
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gists’ direct observations of the beneficial contribution 
of psychiatry to patient care. 

Specific knowledge of the psychiatric and oncologic 
needs of cancer patients combined with an ongoing 
interpersonal relationship with the gynecologic oncol- 
ogy unit staff were the features that distinguished the 
psychiatrists providing consultation to the gynecologic 
cancer group after the introduction of a liaison pro- 
gram from those providing consultation to the groups 
that did not have the benefit of such a program. The 
initial and follow-up consultation rates suggest that 
the liaison program had a beneficial influence on the 
oncologists’ appreciation of the need for psychiatric 
intervention and on their ability to detect more subtle 
(minor) psychiatric disorders. 
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Informed Consent and Tardive Dyskinesia 


Irwin Kleinman, M.D., F.R.C.P.(C), Debbie Schachter, M.Sc., M.D., F.R.C.P.(C), 
and Endre Koritar, M.D., F.R.C.P.(C) 


To determine whether a formalized informing pro- 
cess transmitted knowledge concerning the risks and 
benefits of neuroleptic medication, particularly the risk 
of tardive dyskinesia, to stable schizophrenic outpa- 
tients, the authors administered a multiple-choice ques- 
tionnaire to 21 patients who were read a standardized 
information form and 27 patients who were not. The 
mean scores for the informed patients were signift- 
cantly higher, and the differences between the two 
groups remained significant at 6-month follow-up. 
The information process had no adverse effects on fre- 
quency of psychiatric admission, noncompliance with 
medication, or the need for increased antipsychotic 
medication. , 

(Am J Psychiatry 1989; 146:902—904) 


N 1 aintenance treatment with neuroleptic drugs, 

the most effective treatment for preventing re- 
lapse in schizophrenic patients (1, 2), is complicated by 
the risk of tardive dyskinesia, an irreversible move- 
ment disorder that affects 20%-25% of patients who 
take maintenance neuroleptics (1, 3, 4). Obtaining in- 
formed consent for treatment is a generally accepted 
practice in medicine. Because of the high prevalence 
and potential irreversibility of tardive dyskinesia, in- 
formed consent is particularly important for patients 
receiving long-term neuroleptic therapy. To be ade- 
quately informed, a patient must understand the na- 
ture, benefits, and risks of the proposed treatment as 
well as the benefits and risks of the alternative choices, 
including no treatment (5). 

Several investigators have tried to determine pa- 
tients’ knowledge about neuroleptic medication. Geller 
(6) surveyed the population of a state hospital and 
found that only 8% of patients correctly indicated 
the name of at least one medication they were taking, 
its dose, schedule, and ‘intended effect. This study, 
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however, did not assess patients’ understanding of side 
effects or risks of medication. Soskis (7), compar- 
ing schizophrenic inpatients with a matched group 
of medical inpatients, found that medical inpatients 
were better informed about positive aspects of medi- 
cation, such as name and dose, and schizophrenic 
patients were significantly better informed about side 
effects and risks; however, it was sufficient to be able 
to name one risk of medication to be considered in- 
formed about the risks. These studies estimate preva- 
lence of knowledge in populations, but they do not 
state whether the patients had been informed about 
neuroleptic medication. It is unclear whether these 
patients’ lack of knowledge reflects their lack of in- 
formation or their inability to comprehend and retain 
information. 

Three studies bridge this gap by evaluating patients’ 
knowledge following an informing process. Grossman 
and Summers (8) informed 20 schizophrenic outpa- 
tients about psychotropic medication. They found that 
the average subject only understood about half the ma- 
terial presented. Irwin et al. (9) found that objective 
ratings did not support the perceptions of most of the 
acutely psychotic patients that they had understood 
the information presented. A study by Munetz and 
Roth (10) compared a written approach and an oral 
approach to inform 25 schizophrenic outpatients with 
tardive dyskinesia about the risks and benefits of neu- 
roleptic medication. Both groups showed significant 
increases in knowledge immediately after the inform- 
ing process, but only the oral presentation group re- 
tained the new knowledge at 2-month follow-up. Mu- 
netz and Roth also found that younger patients (those 
younger than 50 years of age) started out with more 
knowledge than older patients and that the younger 
patients retained significant knowledge at follow-up 
whereas the older patients did not. The authors felt the 
patients did not learn the information deemed most 
relevant. 

In summary, the investigators who informed schizo- 
phrenic patients felt that the patients did not ade- 
quately learn the information presented to them. We 
undertook this investigation to see whether a stand- 
ardized informing process would improve the level of 
information schizophrenic outpatients had about neu- 
roleptic medication, particularly the risk of tardive 
dyskinesia, and to determine whether the patients 
would maintain this knowledge over time. 
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METHOD 


The study was conducted at a university-based gen- 
eral hospital. Patients were selected from ward follow- 
up clinics, a chronic care clinic, and a rehabilitation 
day center. They were eligible for the study if they had 
a DSM-III diagnosis of schizophrenia, were clinically 
stable outpatients (i.e., no recent deterioration at the 
time of enrollment in the study), and had been receiv- 
ng neuroleptic medication for at least 6 months. The- 
oretically, all these patients should have been informed 
oy conventional methods. 

The patients were randomly assigned to two groups. 
Of the 21 patients in the intervention group, 13 were 
men and eight were women; their mean+SD age was 
31.2+8.1 years, and their mean+SD time in school 
was 11.6+1.7 years. After they were read a standard- 
ized information form that was developed by us (avail- 
able on request), they were given a questionnaire. The 
27 patients (22 men and five women) in the compari- 
son group only answered the questionnaire; their 
mean+SD age was 32.4+12.2 years, and their mean+ 
SD time in school was 10.7+2.7 years. 

The multiple-choice questionnaire consisted of 12 
statements. For 10, the possible responses were “true,” 
“false,” and “don’t know,” and for two the patient 
was asked to choose one of four fill-in-the-blank re- 
sponses or a “don’t know” response. Three of the 
questions addressed the benefits and common side ef- 
‘ects of the neuroleptic medication. Nine statements 
dealt with tardive dyskinesia. All patients were in- 
structed to circle a response for each statement and not 
:© guess (i.e., to circle “don’t know” when they were 
insure). The questionnaire was scored by only attrib- 
ating a value for a correct response. All patients were 
nformed that the medication they were taking was a 
neuroleptic. Nineteen of the 21 patients in the in- 
‘ormed group and 23 of the 27 patients in the unin- 
‘ormed group were reevaluated with the questionnaire 
after a minimum of 6 months. 


RESULTS 


There were no significant differences between the 
two groups with respect to age, years in school, sex, 
and clinical stability during the 6-month period before 
entering the study. Clinical stability was determined by 
assessing 1) the need for an increase in medication of 
200 mg of chlorpromazine or its equivalent, 2) the 
recessity of psychiatric admission, or 3) noncompli- 
ance with the medication (defined as not taking med- 
cation for 2 or more consecutive weeks). 

The mean+SD questionnaire score of the 21 schizo- 
dhrenic patients who had been informed es 6+2.5) 
was significantly higher than that of the 27 schizo- 
phrenic patients who had not been informed (4.2+2.9) 
(F= 18.0, df=1, 46, p=0.0001). To determine whether 
these results might be explained by the potentially con- 
founding effects of age, sex, and education and to de- 
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termine the correlates of knowledge, a general linear 
regression was performed; even after controlling for 
these variables, the informing process remained signif- 
icantly associated with a higher score (t= —3.83, df= 
44, p=0,.0004). Furthermore, more years in school and 
younger age were also statistically associated with 
higher scores (t=—2.33, df=44, p=0.02, and t=—2.35, 
df=44, p=0.02, respectively) but sex was not (t= —0.68, 
df=43, p=0.5). 

The mean follow-up period was 241 days for the un- 
informed group (N=23) and 239 days for the in- 
formed group (N=19). At this time, the mean+SD 
score of the informed group (6.42.6) was again sig- 
nificantly higher than that of the uninformed group 
(3.9%2.6) (F=9.9, df=1, 40, p=0.003). These results 
remained statistically significant even after controlling 
for the potentially confounding effects of age, sex, ed- 
ucation, and days of follow-up. At follow-up, how- 
ever, only more years in school was significantly asso- 
ciated with more knowledge (t=2.74, df=39, p= 
0.009). Sex, age, and length of follow-up were not 
associated with level of knowledge at follow-up. 

Before implementing this study, we felt that one 
statement was particularly relevant because it ad- 
dressed the potential irreversibility of tardive dyskine- 
sia. The statement was “In a number of patients the 
abnormal movements of tardive dyskinesia will remain 
with them for the rest of their lives.” Immediately after 
being read the standardized information form, 81% 
(N=17) of the informed patients gave a correct re- 
sponse to this statement; however, it received a correct 
response from only 19% (N=5) of the uninformed pa 
tients. This difference was statistically significant (x 
18.5, df=1, p<0.001). At follow-up, a correct re- 
sponse to this statement was given by 74% (N=14) of 
the informed patients and by 30% (N=7) of the un- 
informed patients (y7=7.8, df=1, p=0.005). 

At follow-up, the patients were asked whether they 
had ever been told about tardive dyskinesia, Signifi- 
cantly more of the informed panon (89%, N=16) 
than the uninformed patients (48%, N=11) acknowl- 
eae having been informed about tardive dyskinesia 
(y2=7.6, df=1, p=0.006). 

To ascertain whether the intervention had any neg- 
ative impact, we compared the clinical stability of both 
groups of patients. We found no between-group dif- 
ferences in the frequency of noncompliance, admis- 
sion, or requirement for an increase in medication. 
Furthermore, a series of matched analyses of pre- ver- 
sus posttreatment comparisons confirmed that neither 
group had significant changes in the status of psychiatric 
admissions, medication increase, or noncompliance. 


DISCUSSION 


Our findings that our formalized informing process 
increased patients’ knowledge about the risks and ben- 
efits of neuroleptic medication significantly and that 
this knowledge was retained at follow-up are in con- 
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trast to the finding of Munetz and Roth (10) that learn- 
ing from a formal approach did not persist at follow- 
up. Our result may reflect a difference either in the two 
approaches or in our samples. Our patients had a 
mean age younger than 33 years; Munetz and Roth’s 
patients had a mean age older than 48 years, which 
suggests that their patients had a more chronic illness. 
Munetz and Roth’s written approach was to have the 
patient read the consent form or have it read to them 
by their clinician whereas we always combined written 
and oral elements. Also, the nature of the information 
form and the instruments used to measure knowledge 
were different; they used a series of open-ended ques- 
tions that were rated, and we used a multiple-choice 
questionnaire. 

Presently, there is no objective standard above 
which a person is considered to be “informed.” The 

main focus of this study was to assess patients’ aware- 
ness of the risks of tardive dyskinesia associated with 
neuroleptic medication. Our results indicate clearly 
that a notion of tardive dyskinesia had been conveyed 
to most informed patients. Consistent with what has 
been shown by others (10, 11), the informing process 
did not have a negative impact on the clinical stability 
of the patients. 

Only 48% of our uninformed patients stated that 
they had been informed despite the fact that all pa- 
tients should have been informed by conventional 
methods. Perhaps some were informed and forgot. An- 
other possibility is that some patients may not have 
been informed. In a survey done in 1979, Benson (12) 
found that only 32% of psychiatrists toutinely in- 
formed their patients about tardive dyskinesia. 

We found a correlation immediately after the in- 
forming process and at follow-up between level of ed- 
ucation and knowledge about neuroleptic-associated 
risks of tardive dyskinesia, probably because both ed- 
ucational level and knowledge after an informing pro- 
cess indicate learning ability. 


COMMENT 


Munetz and Roth (10) point out that for informed 
consent to be meaningful it is best viewed as an edu- 
cational process and not as a single isolated event 
marked by the signing of a consent form. Our study 
examined the impact of a single informing session. 

We are attempting to develop a more standardized 
process of informing patients, and we believe that a 
standardized information form can be a valuable tool 
in this process. First, learning is reinforced by allowing 
he patient to visually read the form at the same time 

‘t it is being read aloud. Second, although not an 


option in our study, the patient could be allowed to 
take the information form home and reread it there; 
any questions could be answered in future appoint- 
ments. Third, the multiple-choice questionnaire may 
be used to assess how much information was retained 
and which information needs to be reinforced. Finally, 
APA (1) states that good practice requires physicians 
to note in their records that the risks of prolonged 
neuroleptic treatment have been carefully considered 
and reviewed with the appropriate person. A stand- 
ardized information form allows more precise docu- 
mentation of what was said but would not necessarily 
limit the treating psychiatrist, who would be free to 
add any other information deemed necessary. 

Informed consent for neuroleptic medication is 
unique in medicine inasmuch as long-term neuroleptic 
use may result in a potentially irreversible side effect in 
a large percent of patients and because a number of 
patients requiring this medication have cognitive defi- 
cits that may impair their ability to learn about side 
effects. The challenge is to effectively treat these pa- 
tients while respecting their individuality and their au- 
tonomy. Informing patients about their illnesses and 
the positive and negative aspects of treatment is the 
first step in an educational process that may span 
years. 
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Dopamine Blockade and Clinical Response: 
Evidence for Two Biological Subgroups of Schizophrenia 
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Because CNS neuroleptic concentration cannot be 
directly measured in patients, the relation between 
.clinical response and extent of dopamine receptor 
blockade is unknown. This relationship is critical in 
ascertaining whether nonresponse to neuroleptics ts 
the result merely of inadequate CNS drug levels or of 
more basic biological differences in ‘pathophysiology. 
Using [1°FJN-methylspiroperidol and positron emis- 
ston tomography, the authors assessed dopamine re- 
- ceptor occupancy in 10 schizophrenic patients before 
and after treatment with haloperidol. Responders and 
nonresponders had virtually identical indices of 
[7°F]N-methylspiroperidol uptake after treatment, in- 
dicating that failure to respond clinically was not a 
function of neuroleptic uptake or binding in the CNS. 

(Am J Psychiatry 1989; 146:905—908) 


~ Ithough neuroleptics have brought dramatic im- 
provement to the treatment of schizophrenia, 
there are many schizophrenic patients—perhaps up to 
one-third—for whom these drugs have limited efficacy 
(1). Nonresponse to neuroleptics in this subpopulation 
is a major clinical problem, and the basis for lack of 
efficacy is poorly understood. 

The purpose of this study was to address the ques- 
tion, To what extent do neuroleptics occupy dopamine 
receptors in nonresponders? Relatively less dopamine 
blockade (compared to that in responders to neurolep- 
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tics) would suggest that peripheral pharmacokinetics 
or blood-brain barrier impermeability underlie nonre- 
sponse to treatment. Conversely, comparable levels of 


dopamine blockade would imply that nonresponse to 


neuroleptics cannot be attributed to inadequate dopa- 
mine receptor blockade. Rather, there may be a sub- 
group of schizophrenic patients or a stage of the illness 
in which there are differences in the regulation of 
dopaminergic activity (such that neuroleptics do not 
adequately diminish this activity) or in which dopa- 
minergic activity is not necessarily critical to the patho- 
physiology of schizophrenia. 

In order to assess the relation between response to 
neuroleptics and degree of dopamine receptor block- 
ade, we used positron emission tomography (PET) to 
estimate striazal uptake of the D, radioligand [‘SFIN- 
methylspiroperidol before and after treating a group of 
schizophrenic patients with haloperidol. 


METHOD 


The subjects were 10 male schizophrenic inpatients 
aged 18 to 49 years who met the DSM-III criteria and 
Research Diagnostic Criteria for chronic schizophrenia 
with either acute or chronic decompensation. Patients 
were also selected on the basis of past response to 
neuroleptics so that the sample would ultimately in- 
clude both responders and nonresponders to neurolep- 
tics. Most subjects had been recently hospitalized; 
three had been chronically hospitalized. All subjects 
were in good physical health, as determined by medical 
history, physical examination, routine laboratory tests, 
and head CT scan, and gave written informed consent 
to participate in this study. 

The patiencs did not take any neuroleptics for a min- 
imum of 9 days. Following this neuroleptic washout - 
period, they were rated with the Brief Psychiatric Rat- 
ing Scale (BPRS) and underwent a pretreatment PET 
scan. They were then started on haloperidol. The dose 
was titrated according to clinical response up to a 
maximum of 100 mg/day so as to obtain a minimum 
plasma level of at least 10 ng/ml. The minimum plasma 
level criterion was based on data suggesting this to be 
within the therapeutic range for haloperidol (2). The ` 
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patients were carefully observed for side effects, which 
were controlled by either dose reduction or treatment 
with anticholinergics. Four to 6 weeks after initiation 
of haloperidol, and after at least 1 week on a fixed 
dose, each subject underwent a repeat PET scan and a 
concurrent BPRS rating. The subject’s plasma haloper- 
idol level was also determined en the second PET 
scan, 

The PET scan procedure was as follows. The sub- 
ject’s head was positioned parallel to the canthomeatal 
plane using localizing lasers for alignment and a fitted 
foam head holder to maintain position (3). Previous 
studies have demonstrated this to be an accurate 
method of repositioning (4). Attenuation characteris- 
tics were determined by transmission scanning with a 
ring source of germanium-68/gallium-68. ['*F|N-meth- 

yispiroperidol was prepared from the cyclopropyl p- 
nitropheny! ketone precursor (5), and 4.60+0.87 mCi 
(specific activity =0.38—3.68 Ci/umol) were injected 
over 10 seconds through an indwelling antecubital 
cannula. PETT VI data were recorded in the high-res- 
olution mode (center-to-center slice separation= 14.4 
mm, transverse resolution=8 X8 mm) over the next 3 
hours (6). Four to seven scan epochs of up to 20 min- 
utes’ duration were obtained in each of two alternating 
positions (7-mm offset). 

Striatal regions of interest were visually identified on 
the reconstructed images of the pretreatment scans. 
The striatal region was defined as a 5 XS pixel box (1.9 

m?) at the approximate geometric center of both left 
and right striata on the PET slice in which striatal 
uptake was most prominent. The cerebel lar region was 
defined as a 1020 pixel box (15.4 cm?) centered over 
the cerebellum. CT scans were used as an additional 
reference for anatomic localization in determining op- 
timal slice selection for regional analyses. The same 
coordinates for each region of interest were used for all 
images from both the first and second PET scans. 

Left and right striatal receptor availability for N- 
methylspiroperidol was estimated by the “ratio index’ 
(slope X 100) of striatal to cerebellar N- metho 
peridol uptake versus time. Wong et al. (7, 8) have 
shown that the change in striatal/cerebellar uptake iS 
linear with respect to time and an index of N-methyl- 
spiroperidol binding in the striatum. Smith et al. (9) 
have further shown with ['*F|N-methy Ispiroperidol 
that this slope is linear for at least 4 hours and is highly 
correlated to plasma neuroleptic levels. Striatal/cere- 
bellar uptake was determined as the average decay-cor- 
rected regional specific activity concentration (nCi/cc) for 
each scan epoch. The ratio index was determined as the 
slope of the regression line of striatal/cerebellar uptake 
on time (x 100). 

CT scans were also obtained parallel to the cantho- 
meatal plane. Identical methods for head positioning 
and stabilization were used, thus ensuring alignment 
between CT and PET scans. In addition to screening 
for structural defects, scans were also used to corrob- 
orate PET regions of interest and to measure lateral 
ventricle size. The latter measurement was obtained to 


906 


TABLE 1. Demographic and Clinical Data for Five Responders and 
Five Nonresponders to Haloperidol! Treatment 


Non- 
Responders responders Analysis 

irem Mean SD Mean SD r° p 
Age {years} 25 7 42 S 4.44 0.002 
Years since first hos- 

pitalization 4 2 19 § 6.58 <0.001 
Total BPRS score 

Pretreatment 35 4 42 5 2.18 0.06 

Posttreatment 21 4 39 § 6.89 <0.001 
Positive symptom 

score” 

Pretreatment 22 2 27 4 265 0.03 

Posttreatment 1] 3 24 Ss 5.22 0.001 


Mean daily haloper- 
idol dose (mg/day) 39° 1? 55S 24 120 1.5. 
Days treated with 


haloperidol 37 6 33 Sw. ns. 
Final haloperidol 
level {ng/ml} 32 9 50 33 — 0.425 


“Two-tatled test; df=8. 

Sum of scores on BPRS items conceptual disorganization, tension, 
mannerisms and posturing, grandiosity, hostility, suspiciousness, 
hallucinatory behavior, uncooperativeness, unusual thought con- 
tent, and excitement. 

“Mann-Whitney U test; U=8.0. 


evaluate potential partial volume effects that might 
bias PET measures of N-methylspiroperidol uptake in 
striata, Ventricular size was measured on a digitizer 
both planimetrically for ventricle-brain ratio and by 
linear measurements of bicaudate/brain width and bi- 
frontal horn/brain width ratios. 

Plasma haloperidol levels were determined by a 
slight modification of the gas-liquid chromatography 
method of Bianchetti and Morselli (10). Subjects were 
classified as either responders or aod: to halo- 
peridol; the criterion for classifying a subject as a non- 
responder was a less than 20% decrease in total BPRS 
score. Posttreatment striatal uptake (1.e., ratio index 
values from the second scan) and percent change in 
striatal uptake from first to second scan were then 
compared between these two clinical subgroups. 


RESULTS 


According to the criterion we have mentioned, five 
subjects (three white and two black) were classified as 
nonresponders, These subjects had minimal clinical 
change, while the five other subjects (two white and 
three black} showed robust antipsychotic effects 
(meantSD percent decrease in BPRS score=4% +9% 
and 40% +9%, respectively; t=6.35, df=8, p<0.001, 
two-tailed}. Demographic and clinical data for these 
two groups are shown in table 1. Nonresponders were 
significantly older. Although nonresponders had more 
chronic illnesses, they did not have predominantly neg- 
ative-type schizophrenia and, in fact, had more severe 
pretreatment positive symptoms than did responders 
(table 1). Consistent with the flexible dose schedule, 
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TABLE 2. Left and Right Striatal Dopamine Receptor Avaitability 
for N-Methylspiroperidol Before and After Haloperidol Treatment 
in Five Responders and Five Nonresponders® 


Responders Nonresponders 

Ratio Index? Mean SD Mean SD 
Pretreatment 

Left 5.40 0.77 3.80 0.46 

Right 5.35 0.79 4.06 0.44 
Posttreatment 

Left 0.60 0.20 0.59 0.23 

Right 0.60 0.29 0.52 0.29 
Percent change 

Left 88.9 5.2 84.4 6.0 

Right 88.7 5.3 87.2 6.9 


*“Mean+SD r values for linear fit of slope for pre- and posttreatment 
PET scans=0.99+0.006 and 0.87+0.11, respectively. 

Slopex 100 of ratio of striatal to cerebellar N-methylspiroperidol 
uptake versus time. 


nonresponders had higher mean daily doses of haloper- 
idol. On average, haloperidol plasma levels at the end of 
treatment were also higher in nonresponders, but there 
was considerable overlap of individual levels between the 
two groups and marked variance among nonresponders 
(ranges for responders and nonresponders=22—42 ng/ml 
and 10-90 ng/ml, respectively). There were no differ- 
ences in planimetric or linear measures of ventricular size 
between responders and nonresponders. 

Ratio index values for striatal N-methylspiroperidol 
uptake are shown in table 2. Pretreatment ratio indices 
were lower in nonresponders. After haloperidol treat- 
ment, specific binding decreased approximately 85%. 
Posttreatment ratio index values were virtually identi- 
cal for responders and nonresponders, as was percent 
blockade (percent change from baseline). 


DISCUSSION 


In clinical practice, nonresponse is commonly as- 
sumed to reflect an inadequate drug level, with conse- 
quent use of increasingly larger neuroleptic doses (11, 
12). This assumption is supported by marked intersub- 
ject variation in neuroleptic metabolism and plasma 
levels as well as uncertainty (due to the lack of any 
direct method of measurement) about how much neu- 
roleptic actually enters the brain in nonresponders 
(13). Clearly, these factors may be crucial in potential 
responders for whom a minimum drug concentration 
is needed for antipsychotic efficacy. However, the cor- 
ollary argument—that nonresponse is due to inadequate 
drug levels—appears to be not necessarily correct. 

The identical mean ratio index values for responders 
and nonresponders that we found indicate quite com- 
parable levels of dopamine blockade by haloperidol in 
these sample groups. On average, both groups had al- 
most total blockade, as suggested by posttreatment 
slope values (ratio index/100) of less than 0.006 (the 
complete absence of any specific binding to striatum 
would theoretically result in a zero slope for striatal/ 
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cerebellar uptake versus time). The percent changes in 
ratio indices were also quite comparable between the 
two schizophrenic groups and were consistent with 
other PET data on percent change in neuroleptic ligand 
binding associated with therapeutic response (14—17). 

A flexible haloperidol dose schedule was used so as 
to maximize the extent of receptor blockade and yet 
minimize side effects. This resulted in a broad range of 
haloperidol doses and plasma levels among the nonre- 
sponders. Across the entire range of plasma levels 
among the nonresponders, the corresponding post- 
treatment ratio index values of receptor availability 
were equal to or less than all the values for responders. 
Thus, the lack of response among the nonresponders 
who had lower doses cannot be attributed to inade- 
quate haloperidol treatment, nor, on the basis of close 
observation for side effects, is it likely that nonre- 
sponse in the subjects with higher doses was due to 
psychotoxicity. 

The pretreatment scans revealed lower ratio index 
values (i.e., less dopamine receptor availability) in the 
nonresponders. Wong et al. (7) have previously re- 
ported a decrease with age in the slope of striatal/cer- 
ebellar uptake versus time that would, in fact, closely 
predict the average pretreatment values observed here 
for responders and nonresponders. It may also be that 
the difference in total receptor availability is a mani- 
festation of biological heterogeneity in these two clin- 
ically distinguishable groups. 

Several comments about the method should be not- 
ed. The washout period was shorter than that which is 
typically used. However, our data (9) and those of 
others (18) suggest that this is an adequate washout for 
N-methylspircperidol measures of receptor binding. 
Of course, such a washout period does not preclude 
the possibility of residual changes in receptor density 
from prior neuroleptic treatment. Such effects might 
have had a bearing on pretreatment N-methylspiro- 
peridol binding (although the greater treatment history 
in nonresponders would have an effect opposite to the 
direction of the baseline differences between respond- 
ers and nonresponders). However, it is most unlikely 
that these effects had any bearing on the critical mea- 
sure: comparison of N-methylspiroperidol binding af- 
ter the haloperidol trial. 

Second, the number of subjects was small, and the 
results must naturally be interpreted as preliminary. 
However, the purpose of this study was simply to de- 
termine if dopamine blockade in nonresponders was 
comparable to that in responders. Our findings clearly 
establish this point. Further, the virtually identical 
posttreatment means for both groups imply that there 
may be a marked overlap, in general, between re- 
sponders and nonresponders in the extent of blockade. 
Such an overlap could exist whether the means for all 
responders and nonresponders are or are not statisti- 
cally different. We intended no conclusions or infer- 
ences about whether such an overall difference might 
exist. 

Several groups (8, 15, 16) have attempted to develop 
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models for the estimate of dopamine receptor density 
(Bmax) This derivative measure is critical in studies 
such as those reported by Wong et al. (19) and Farde 
et al. (20), which compared dopamine receptor density 
in schizophrenic and control subjects. However, it 
should be noted that each of the approaches to the 
quantification of ligand binding by using PET, includ- 
ing our own, has pragmatic and conceptual limitations 
(21, 22). In the present study, we chose a conservative 
approach that is a quantitative measure of binding al- 
though it is not necessarily a direct expression of Bmax. 
It was well suited for our study where we were com- 
paring receptor blockade (i.e., N-methylspiroperidol 
binding). We should also emphasize that in our 
[*8F]N-methylspiroperidol studies the ratio index is 
stable over at least 4 hours and does not suffer from 
the limitations imposed by the use of ''C-labeled li- 
gands, in terms of either counting statistics or the 
blood flow component (23). 

Estimates of haloperidol blockade are based on stri- 
atal measures, whereas it is assumed that antipsychotic 
effects of neuroleptics are mediated in mesolimbic and 
mesocortical dopamine systems, in which measure- 
ment of N-methylspiroperidol uptake is below the sen- 
sitivity of present PET methodology. However, many 
of the data on the mechanism of action of neurolep- 
tics—including the strong correlation between dopa- 
mine receptor affinity and clinical potency (24)—have 
been based on striatal preparations. This implies that 
neuroleptic efficacy is associated with blockade of the 
same class of D, receptors as are visualized in the stri- 
atum with N-methylspiroperidol. While the dynamics 
of D, receptor blockade may vary from system to sys- 
tem because of differences in pre- and postsynaptic 
regulatory mechanisms, comparable degrees of neuro- 
leptic blockade are expected to occur within the same 
receptor subclass, 

In summary, the data in this paper are the most 
direct evidence to date to suggest that nonresponse to 
neuroleptics may not necessarily be due to inadequate 
neuroleptic blockade. Rather, the similarity in receptor 
blockade between responders and nonresponders 
could reflect an intrinsic difference in the pathophysi- 
ology of schizophrenic symptoms. This is in keeping 
either with the consensus that the disease is heteroge- 
neous or with the possibility that it is an evolving ill- 
ness with different pathophysiological stages (25, 26). 
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Clinical and Research Reports 


Open Trial of Fluoxetine in Obsessive-Compulsive Disorder 


Michael A. Jenike, M.D., Lynn Buttolph, M.D., Ph.D., Lee Baer, Ph.D., 
Joseph Ricciardi, and Amy Holland 


A 12-week open trial of fluoxetine in 61 obsessive- 
compulsive disorder patients significantly improved 
depressive and obsessive-compulsive symptoms. Base- 
line depression scores were not related to improvement 
on two obsessive-compulsive scales. The results rein- 
force the hypothesis of serotonergic abnormalities in 
obsessive-compulsive disorder. 

(Am J Psychiatry 1989; 146:909~911) 


lomipramine (1—4) and fluvoxamine (5, 6), both 

serotonergic agonists, are effective in treating pa- 
tients with obsessive-compulsive disorder. Since fluox- 
etine also inhibits presynaptic uptake of serotonin and 
has a low side effect profile, its effectiveness in obses- 
sive-compulsive patients merits study. 

Two small trials suggest at least some efficacy for 
fluoxetine. Turner et al. (7) gave fluoxetine to 10 ob- 
sessive-compulsive patients and found that it affected 
depressive symptoms and also had a nonsignificant ef- 
fect on self-report measures of obsessions and ritualis- 
tic behavior. Fontaine and Chouinard (8) performed a 
9-week open trial of fluoxetine in nine obsessive-com- 
pulsive patients and reported a significant improve- 
ment in obsessional symptoms. We have over 150 
well-characterized patients with obsessive-compulsive 
disorder who are taking fluoxetine in an open trial, 
and since initial findings appear favorable, we report 
the results of the first 61 patients who completed the 
12-week trial. 
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METHOD 


Sixty-one outpatients fulfilling DSM-III-R criteria and 
Research Diagnostic Criteria for obsessive-compulsive 
disorder (34 men and 27 women; mean+SD age, 36.5+ 
10.7 years) completed the 12-week trial. All subjects had 
had obsessive-compulsive disorder for more than 1 year. 
The patients were advised that although fluoxetine is not 
an experimental drug, it had not been used extensively in 
patients with obsessive-compulsive disorder. 

Fluoxetine was administered as tolerated: week 1, 
20 mg in the morning; weeks 2—4, 20 mg in the morn- 
ing and 20 mg in the afternoon; week 5, 40 mg in the 
morning and 20 mg in the afternoon; and weeks 6-12, 
40 mg in the morning and 40 mg in the afternoon. 

At baseline and every 4 weeks thereafter, the follow- 
ing scales were administered: the Yale-Brown Obses- 
sive-Compulsive Scale (the main dependent variable in 
multicenter tr:als of clomipramine, sertraline, and flu- 
voxamine, available from Wayne Goodman, M.D., 
Yale University), the Maudsley Obsessional-Compul- 
sive Inventory (4), and the Beck Depression Inventory 
(9), a self-administered instrument. At 4-week intervals, 
patients were carefully questioned about side effects. 

Changes in obsessive-compulsive and depressive 
symptoms were assessed by a series of analyses of vari- 
ance (ANOVA). The Beck scale was analyzed by a 
one-factor ANOVA with repeated measures. Because 
we were interested in the effect of baseline levels of 
depression or improvement of obsessive-compulsive 
symptoms, the two obsessive-compulsive scales, Yale- 
Brown and Maudsley, were analyzed by a two-factor 
ANOVA with repeated measures on one factor (occa- 
sions) and presence of depression used as a group fac- 
tor. All subjects were categorized into either a nonde- 
pressed group or a depressed group on the basis of 
baseline Beck scale scores of less than 11 for the non- 
depressed group and greater than or equal to 11 for the 
depressed group. 
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TABLE 1. Change in Obsessive-Compulsive and Depressive Symptoms of 61 Patients With Obsessive-Compulsive Disorder During a 12- 


Week Open Trial of Fluoxetine 


Baseline 
Scale Mean SD 
Beck Depression Inventory 16.9 9.6 
Yale-Brown Obsessive-Compulsive Scale 24.2 6.2 
Maudsley Obsessive-Compulsive Inventory 15.4 53 


Score 
Week 4 Week § Week 12 
Mean SD Mean SD Mean SD 
127" 8.1] 12° 8.7 9,17 9.2 
20.2° 6.9 15.9° 6.9 13.9" 7.0 
15.1 5.1 13.1° 5.3 127° 5.3 


“Significantly different from baseline score by Sheffé post hoc F test (p<0.05). 


RESULTS 


Of 72 patients entering the study, 61 patients com- 
pleted the 12-week trial and 11 dropped out before the 
1-month assessment. The reasons for dropping out in- 
cluded transfer of care out of state, N=1; increased 
anxiety, N=1; fatigue, N=1; insomnia, N=2; weight 
loss, N=1; and medication noncompliance, N=5. The 
side effects experienced by some of the remaining 61 
patients included fatigue, N=6; anxiety, N=2; sexual 
dysfunction, N=5; nausea, N=3; insomnia, N=5; loss 
of appetite, N=1; weight loss, N=2; tremor, N=5; 
transient mild rash, N=1; racing heart, N=2; and 
chest tightness, N=1. Some had more than one side 
effect, and 31 patients (51%) did not complain of side 
effects. Side effects were managed with reassurance 
and/or dose adjustments. The mean+SD maximal dose 
of fluoxetine was 75.1+11.3 mg/day for the 61 pa- 
tients. Fifty patients reached a dose of 80 mg/day. 

An ANOVA of Beck scale scores yielded a signifi- 
cant occasions effect (F=38.0, df=3, 180, p<0.0001), 
indicating a significant decline in depression scores 
over the 12-week study. Post hoc Sheffé F tests indi- 
cated significant declines in depression scores from 
baseline to week 4, week 8, and week 12 (table 1). 

An ANOVA found a nonsignificant group effect on 
the Yale-Brown scale (F=1.3, df=1, 59), indicating 
no overall mean difference between the nondepressed 
(N=19) and depressed (N=42) groups. The occasions 
effect on this scale was significant (F=62.8, df=3, 177, 
p<0.0001), indicating a significant decline in scores 
over the 12-week study, regardless of group. The in- 
teraction effect (Group x Occasions) was not signifi- 
cant (F=1.8, df=3, 177), indicating no difference in 
the pattern of change over time for the nondepressed 
and depressed groups (table 1). Sheffé post hoc F tests 
yielded significant declines in Yale-Brown scale scores 
between baseline and weeks 4, 8, and 12 (table 1). 

An ANOVA found a nonsignificant group effect on 
the Maudsley scale (F=2.9, df=1, 59), indicating no 
overall differences between the two groups. The inter- 
action (Group X Occasions) effect was also nonsignifi- 
cant (F=0.2, df=3, 177), indicating no difference in 
the pattern of change over time for the two groups. 
The occasions effect was significant (F=17.2, df=3, 
177, p<0.0001), indicating a decrease in scores over 
the 12-week study, regardless of group. Sheffé post hoc 
F tests yielded a significant decline between baseline 
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and weeks 8 and 12 (but not week 4) for the entire 
sample (table 1). 

Change scores were calculated between baseline and 
week 12 for all three dependent variables. Change in 
Yale-Brown scale scores was correlated with change 
in Maudsley scale scores (r=0,60, N=61, p<0.01) and 
in Beck scale scores (r=0.45, N=61, p<0.01). Change 
in Maudsley scale scores was correlated with change in 
Beck scale scores (r=0.40, N=61, p<0.01). Thus, re- 
duction in depression was strongly related to changes 
in both obsessive-compulsive measures, which were 
themselves highly correlated. 


DISCUSSION 


Fluoxetine produced a significant overall reduction 
in symptoms of both obsessive-compulsive disorder 
and depression. On the Yale-Brown scale and the 
Maudsley scale, depressed and nondepressed patients 
showed equal improvement in obsessive-compulsive 
scores. Fluoxetine’s antidepressant effects are well doc- 
umented (10), and these preliminary data suggest that 
fluoxetine acts similarly on obsessive-compulsive symp- 
toms for depressed and nondepressed patients. 

Because fluoxetine is a serotonergic agonist that 
inhibits presynaptic uptake of serotonin (10), our ap- 
parent success with fluoxetine lends support to the 
hypothesis that serotonergic abnormalities exist in 
at least some patients with obsessive-compulsive dis- 
order. Further investigation with specific serotonergic 
agonists and antagonists is warranted (2, 3), and ef- 
ficacy studies involving medications with effects on 
a variety of neurotransmitter systems are also required 
to ascertain whether an ability to enhance serotonin 
activity is a necessary property for antiobsessional 
activity (3). 

Fluoxetine may be an effective treatment for obses- 
sive-compulsive disorder. Until more definitive data on 
efficacy and optimal dose are available, clinicians may 
wish to try a trial of fluoxetine for their patients with 
obsessive-compulsive disorder. 
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Elevated Antidepressant Plasma Levels 
After Addition of Fluoxetine 


Robert B. Aranow, M.D., James I. Hudson, M.D., Harrison G. Pope, Jr., M.D., 
Tana A. Grady, M.D., Thomas A. Laage, M.D., 
Iris R. Bell, M.D., Ph.D., and Jonathan O. Cole, M.D. 


Four patients treated with tricyclic antidepressants 
and one patient treated with trazodone all demon- 
strated marked increases in plasma levels of these 
drugs after the addition of fluoxetine. Such increases 
could increase adverse effects. 

(Am J Psychiatry 1989; 146:911~913) 


luoxetine is an antidepressant recently approved 
for commercial use in the United States. Although 
fluoxetine generally produces few side effects when ad- 
ministered alone (1), there have been few studies of its 
effects when used in combination with other psycho- 
tropic agents. 
Recently an elderly patient at our hospital was re- 
ported to have developed a markedly elevated desipra- 
mine plasma level after the addition of fluoxetine (2). 
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This observation raised the question of whether fluox- 
etine affects the metabolism of other antidepressants 
and prompted us to seek additional cases in which 
fluoxetine was given in combination with tricyclics or 
trazodone. We found five such cases in which antide- 
pressant plasma levels were measured before and after 
fluoxetine was added to an existing regimen of tricy- 
clics or trazodone. 


CASE MATERIAL 


All of the patients received diagnoses of major de- 
pression; patient 2 had psychotic features, and patient 
3 received an additional diagnosis of borderline per- 
sonality disorder. Other demographic and clinical 
characteristics of the five patients are presented in table 
1. All initially received trials of tricyclics (patients 1—4) 
or trazodone (patient 5). Patient 1 was not able to 
tolerate nortriptyline because of sedation; fluoxetine 
was added while nortriptyline was being tapered, with 
the intention of discontinuing nortriptyline. In the case 
of patient 2, imipramine was effective but was discon- 
tinued because of anticholinergic side effects; fluox- 
etine was subsequently started, and later imipramine 
was reintroduced because fluoxetine proved to be in- 
effective alone. In the other three cases, fluoxetine was 
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TABLE 1. Clinical Characteristics and Antidepressant Blood Levels of Five Patients Before and After Addition of Fluoxetine? 





Fluoxetine 
Age Dose Level 
Patient (years) Sex (mg/day) Drug (ng/ml) 
| 39 F 20 Nortrip- 108 
tyline 
2 42 F 60 Imipra- 100° 
mine 
3 42 F 40 Nortrip- 19 
tyline 
Carbamaz- 6.9 
epine 
4 30 M 20 Desipra- 250 
107 mine 
$ 82 F 40 Trazo- 2150 
done 


Before Fluoxetine 


Drug Plasma Level and Dose 


After Fluoxetine 


Dose Level Dose Increase in 
(mg/day) Ratio (ng/ml) (mg/day) Ratio Ratio (%) 
100 Ja 289 125 2.3 109 

167” 50 3.3 200 
150 0.7 206" 50 4.1 486 
100 O.8 330 150 2.2 175 
390 0.023 9.9 400 0.0258 9 
300 0.8 390 300 1.3 63 

506° 300 ie 113 
17S 12.3 2016 125 16.1 31 


decease nnn A A EE E AARAA LEEA n Ae anae 


“Adverse reactions were experienced by patient 2 (anticholinergic effects), patient 4 (constipation and urinary hesitancy), and patient 5 


(sedation and unstable gait). 


Second plasma level determined 7 days after the previous measurement. 


“37 ng/ml of imipramine and 63 ng/ml of desipramine. 
dya- f Ride AETA aa 1O naj sse g Eras 
117 ng/ml of imipramine and 89 ng/ml of desipramine. 


“Fluoxetine dose reduced to 20 mg every other day during this period; second level determined $ days after the previous measurement. 


added to the previous antidepressant to improve on a 
partial response (patients 3 and 4) or poor response 
(patient 5) to that agent. 

Antidepressant plasma levels were determined with 
high-performance liquid chromatography by the Psy- 
chiatric Chemistry Laboratory at the New England 
Deaconess Hospital, Boston. In this laboratory, the co- 
efficient of variation (standard deviation/mean x 100) 
for plasma levels of the specific antidepressants taken 
by our five patients ranged from 3.5% to 6.4%. The 
samples drawn before and after treatment with fluox- 
etine were obtained 12 hours after the last dose of 
medication, after all drug doses had been stable for at 
least 1 week. In patients 1 and 2 the levels increased 
despite a decrease in antidepressant dose, in patients 3 
and 4 the level increased markedly when the dose was 
unchanged or had only been increased modestly, and 
in patient 5 the level remained about the same despite 
a decrease in dose. After the addition of fluoxetine, the 
ratio of antidepressant plasma level to dose increased 
by 109%—486% in the four patients taking tricyclics 
and by 31% in the patient taking trazodone. These 
changes were evident clinically in three patients, who 
reported adverse effects characteristic of their inital 
antidepressant within 7 to 14 days of the addition of 
fluoxetine. Patient 2 developed anticholinergic effects, 
patient 4 experienced constipation and urinary hesi- 
tancy, and patient 5 experienced sedation and unstable 
gait. 

Also of note is that patient 3 was receiving carba- 
mazepine in addition to nortriptyline and fluoxetine. 
However, the ratio of carbamazepine plasma level to 
dose remained relatively stable after fluoxetine was 


added. 
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DISCUSSION 


In four patients receiving tricyclics and one receiving 
trazodone, the addition of fluoxetine was associated 
with markedly increased plasma levels of the other an- 
tidepressants. Similar findings have been reported in 
one additional patient at our center (2) and in two 
patients at another center (3). These observations are 
important because fluoxetine will likely be combined 
with these antidepressants in clinical practice, either in 
the hopes of augmenting a partial response (as in our 
patients 3 and 4) or in the course of tapering the pre- 
vious agent (as with patient 1). Such abrupt increases 
in plasma levels of tricyclics and trazodone may have 
significant clinical consequences, either in the form of 
increased anticholinergic or sedative effects (as in three 
of our cases) or, conceivably, in the form of more se- 
rious effects, such as the cardiotoxicity and lowered 
seizure threshold associated with high tricyclic plasma 
levels (4). 

The mechanism for the apparent increase in antide- 
pressant level after addition of fluoxetine is unknown. 
However, a likely hypothesis is that fluoxetine is acting 
to decrease hepatic metabolism of other antidepres- 
sants—a common interaction of hepatically metabo- 
lized compounds (5). Although direct hepatotoxicity 
cannot be excluded, none of the patients had signs of 
liver failure, and hepatic enzyme levels were normal in 
the one patient (patient 3) in whom they were mea- 
sured. Also of interest is that in the one patient receiv- 
ing carbamazepine, which is also metabolized by the 
liver, the ratio of plasma level to dose was relatively 
unaffected by the addition of fluoxetine, suggesting 
that fluoxetine may have different effects on the me- 
tabolism of various agents. 
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Several limitations of our case material should be 
discussed. First, we obtained data only on patients 
whose antidepressant levels had been measured both 
before and after fluoxetine treatment. Physicians might 
be more likely to obtain blood level measurements af- 
ter fluoxetine treatment if adverse reactions were sus- 
pected (as in patients 2, 4, and S in our series) and thus 
select for patients with elevated levels. On the other 
hand, in two of our‘cases blood levels were determined 
for reasons other than adverse reactions. Second, be- 
cause the doses of medication were not identical 
throughout the period of observation, we cannot esti- 
mate accurately the quantitative effect of fluoxetine on 
the levels of other antidepressants. Third, the possi- 
bility remains that the observed elevations of tricyclic 
and trazodone plasma levels were simply a testing ar- 
tifact caused by the presence of fluoxetine and its 
metabolites. However, in view of the adverse effects 
described by three of the five patients, this possibility 
seems unlikely. 

It should be noted that alternative antidepressant 
therapies, such as lithium and thyroid augmentation, 
might also have been tried in these cases, but it is be- 
yond the scope of this paper to discuss the various 
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alternative psychopharmacological strategies that might 
have been considered. 

Our experience should alert practitioners to the pos- 
sibility that fluoxetine may decrease the metabolism of 
other antidepressant agents and thereby has the poten- 
tial to cause adverse reactions. We hope these obser- 
vations will stimulate interest in further studies of the 
mechanism and magnitude of this interaction. 


REFERENCES 


1. Schatzberg AF, Dessain E, O’Neil P, et al: Recent studies on 
selective serotonergic antidepressants: trazodone, fluoxetine 
and fluvoxamine. J Clin Psychopharmacol 1987; 7:445—49S 

2. Bell IR, Cole JO: Fluoxetine induces elevation of desipramine 
and exacerbation of geriatric nonpsychotic depression. J Clin 
Psychopharmacol 1988; 8:447-448 

3. Vaughan DA: Interaction of fluoxetine with tricyclic antidepres- 
sants (letter). Am J Psychiatry 1988; 145:1478 

4. Klein DF, Gittelman R, Quitkin F, et al: Diagnosis and Drug 
Treatment of Psychiatric Disorders: Adults and Children, 2nd 
ed. Baltimore, Williams & Wilkins, 1980 

5. Amsterdam J, Brunswick D, Mendels J: The clinical application 
of tricyclic antidepressant pharmacokinetics and plasma levels. 
Am J Psychiatry 1980; 137:653-662 


913 


CLINICAL AND RESEARCH REPORTS 


Adjunctive Buspirone in Benzodiazepine Treatment 
of Four Patients With Panic Disorder 


David R. Gastfriend, M.D., and Jerrold F. Rosenbaum, M.D. 


Four patients with panic disorder whose panic at- 
tacks. responded to benzodiazepine treatment but who 
suffered persistent anxiety improved after addition of 
buspirone. Despite its lack of antipanic effect, buspi- 
rone may offer an adjunctive benefit when added to 
benzodiazepines in panic disorder. 

(Am J Psychiatry 1989; 146:914-916) 


uspirone, a new nonbenzodiazepine anxiolytic, is 
LJ reportedly as effective for generalized anxiety as 
diazepam (1). Like the benzodiazepines, buspirone has 
antiageressive and anticonflict effects in animals. Bu- 
spirone is thought to lack potential for abuse because 
it produces less euphoria and sedation than diazepam 
and may produce dysphoria at higher doses (e.g., 40 
mg). Also, users of sedative drugs for recreational pur- 
poses and alcoholics show little interest in abusing or 
overusing this agent (2). 

Given its comparable anxiolytic efficacy and lack of 
potential for abuse, buspirone would seem destined to 
replace benzodiazepines in the antianxiety armamen- 
tarium. However, increasing clinical experience sug- 
gests that this is not the case, and patients with previ- 
ous benzodiazepine exposure, in particular, may do 
less well with buspirone. For example, in a retrospec- 
tive review of 50 patients with refractory anxiety as 
part of their clinical picture, only 10% had a satisfac- 
tory clinical result (W. Falk, personal communication). 
Rickels et al. (3) have suggested that patients with 
“virgin anxiety”’—those with no prior benzodiazepine 
treatment or no preformed expectations of sedation or 
immediate anxiolysis—and those patients who are less 
chronically anxious may respond best to buspirone. 

Clinical trials indicate that buspirone is ineffective as 
a sole treatment for panic disorder (4). We now report 
on a series of four consecutive patients with DSM- 
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ITI-R panic disorder; these patients, in the practice of 
one clinician (D.R.G.), had incomplete relief of anxiety 
when given benzodiazepines and substantially im- 
proved when buspirone was added to their benzodiaz- 
epine regimens. 


CASE REPORTS 


Case 1. Mr. A, a 43-vear-old man who had had panic 
attacks and agoraphobia since he was in his late thirties, 
appeared to be responding to 7 mg/day of alprazolam until 
his pharmacist revealed that the patient had altered alprazo- 
lam prescriptions to obtain higher doses. Neither imipra- 
mine, 200 me/day (plasma levels of imipramine plus 
desipramine=248 g/liter), nor maprotiline, 300 mg/day 
(plasma level=289 g/liter) for 8 weeks, nor clonazepam, 
0.5 mg t.i.d. for 2 weeks, was effective, and Mr. A requested 
“another chance” with alprazolam. Alprazolam, 1 mg q.i.d., 
partially reduced his panic attacks, but generalized anxiety 
persisted. When he requested an increased dose of alprazo- 
lam, citing job stress, buspirone, 5 mg t.i.d., was added in- 
stead. Within 2 weeks he suggested that “it might be help- 
ing.” Over the next 9 months, despite purchasing a home 
and taking a second job, he continued to report that buspi- 
rone allowed him to “more easily control residual attacks; 
they’re less intense, I feel more at ease”; this improvement 
was maintained without further increase in the dose of al- 
prazolam. 


Case 2. Ms. B, a 47-year-old woman who felt “nervous 
most of the time, day and night,” had suffered separation 
anxiety in childhood, school phobia, and panic attacks (up to 
several per week) and was completely unable to walk outside 
her home, shop, or travel alone. Her internist had prescribed 
diazepam, 5 mg b.i.d., for 13 years, but her symptoms were 
exacerbated during her boyfriend’s illness. Prohibitive side 
effects emerged with clonazepam, 1 mg t.i.d.; phenelzine, 45 
mg/day; imipramine, 175 mg/day; desipramine, 100 mg/day; 
and nortriptyline, 100 mg/day. The dose of diazepam was 
increased to 30 mg/day, but the panic attacks persisted and 
she remained severely dysfunctional. l 

Two weeks after the addition of buspirone, 5 mg/day 
b.i.d., Ms. B reported feeling much less frightened and spon- 
taneously began walking outside her home, crossing streets, 
and shopping alone for the first time in many years. Despite 
mild headaches and orthostatic lightheadedness, she unchar- 
acteristically asked to increase the dose of buspirone to 10 
mg t.i.d. rather than to increase the diazepam. She remained 
markedly improved at these doses for the 9-month duration 
of follow-up. 
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TABLE 1. Effects of Adjunctive Buspirone in Four Patients Treated With Benzodiazepines for Panic Disorder 





Clinical Global Sever- 


Benzodiaz- ity Score” 3enzodiazepine Duration of 
epine Use Dose Outcome Buspirone 
Before Bu- Before After With Effect Side Effects of 
Case Diagnosis spirone {years) Buspirone Buspirone Buspirone (months) Buspirone 
1 Panic disorder with agoraphobia, 3 4 3 75% reduction 12 None 
benzodiazepine dependence 
2 Panic disorder with agoraphobia, >10 7 5 Stabilized 4 Headache, 
generalized anxiety lighthead- 
; edness 
3 Panic disorder with agoraphobia, LS 4 2 Discontinued 5 Nausea, for- 
alcohol dependence in remis- getfulness 
sion, social phobia i 
4 — Panic disorder with agoraphobia, 4.5 4 2 50% reduction 7 Sedation 


generalized anxiety 


*1=not at all ill; 7=among the most extremely il. 


Case 3. Mr. C, a 27-year-old man, had a history of sepa- 
ration anxiety in childhood, panic attacks beginning at age 
15, and alcohol dependence, which remitted when he was in 
his early twenties. At age 25 he presented with panic attacks, 
social phobia, partial avoidance of venturing outside his 
apartment alone, and dysthymia. Desipramine, 175 mg/day, 
and clonazepam, 0.5 mg b.i.d., suppressed his panic. He be- 
gan working, but social-phobic symptoms compromised his 
job performance, and persisting drowsiness precluded in- 
creases in the dose of clonazepam. Buspirone, 5 mg t.i.d., 
was added, and Mr. C experienced subjective improvement 
in his social phobia and cessation of drowsiness. The clon- 
azepam was gradually withdrawn over the next 4 weeks. 
Although he attributed mild forgetfulness and rare nausea to 
the buspirone, he felt he tolerated job stress better and stated, 
“I would not want to go off this.” 


Case 4. Ms. D, a 42-year-old woman, had an 11-year 
history of panic attacks and phobic avoidance. Desipramine, 
250 mg/day (plasma level=171 yg/liter), and alprazolam, 4 
mg/day, gave complete blockade of panic, but anticipatory 
and free-floating anxiety persisted despite her progress in 


shopping and driving during gradual exposure to these ac- . 


tivities. Because of her anxiety, she began consuming four or 
five mixed drinks on most evenings. Then she stopped drink- 
ing but gradually increased her dose of alprazolam to 6 mg/ 
day. Buspirone, 5 mg t.i.d., was then added to her regimen. 
Within 4 weeks she felt calm, had no difficulty falling asleep, 
and began decreasing her dose of alprazolam. Over the next 
4 months, she reduced her dose of alprazolam to 4 mg/day 
and stated, “I almost think the buspirone is more helpful 
than the alprazolam.” 


DISCUSSION 


In these four patients with panic disorder, chronic 
anxiety symptoms, and long-term benzodiazepine 
treatment, the addition of buspirone improved antici- 
patory and generalized anxiety. Relief of panic was 
attributed to other agents. Buspirone permitted benzo- 
diazepine dose reductions in three of the patients, in- 
cluding one who had altered alprazolam prescriptions 
to increase his dose. None of the patients would agree 
to a trial discontinuation of buspirone for the purpose 
of documenting its efficacy. None experienced aug- 
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mented symptoms or jitteriness from buspirone (5), 
possibly because of the concomitant treatment with a 
benzodiazepine. The anxiolytic effect of buspirone has 
been sustained in these patients for a mean of 7 months 
of follow-up. Subsequently, in three similar cases of 
patients treated by members of our group, one showed 
marked imprcevement, one equivocal improvement, 
and one no improvement. 

Since buspirone does not protect against benzodiaz- 
epine withdrawal symptoms and is not an anticonvul- 
sant, patients must be cautioned to reduce the benzo- 
diazepine gradually and to anticipate possible rebound 
or withdrawal symptoms such as increased autonomic 
arousal, insomnia, and tremulousness. Also, for pa- 
tients maintained on benzodiazepines, buspirone is 
probably best introduced as a concomitant agent, so 
that the clinical picture (including buspirone side ef- 
fects) is not confused by benzodiazepine withdrawal. 

Several mechanisms may explain the adjunctive clin- 
ical effect of buspirone. Buspirone has high affinity for 
the serotonin (S-HT) type 1a receptor, where it has 
predominantly agonist effects. Both benzodiazepines 
and (to a greater extent) buspirone reduce dorsal raphe 
nucleus activity (6), which is thought to reduce behav- 
ioral inhibition; thus, combined use of benzodiaz- 
epines and buspirone may offer additive potency. Bu- 
spirone may have antidepressant properties (7, 8), 
which may have improved the mood and general well- 
being of these patients. In contrast to the benzodiaz- 
epines, buspirone increases locus ceruleus firing (9). 
Studies report subjective and objective improvement in 
alertness and concentration and reduced confusion in 
patients taking buspirone compared with those taking 
benzodiazepines (8), and buspirone reduces alcohol- 
induced impairment (10). It is not known, however, 
whether the combination of buspirone and a benzodi- 
azepine produces changes in cognition. Buspirone may 
work adjunctively by increasing alertness and addi- 
tively by reducing behavioral inhibition. 

In summary, these cases suggest a role for buspirone 
in combination with high-potency benzodiazepines for 
patients with panic disorder and persisting generalized, 
anticipatory, or social anxiety. 
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Plasma Lipid Levels in Patients 
With Panic Disorder or Agoraphobia 


Chris Hayward, M.D., M.P.H., C. Barr Taylor, M.D., Walton T. Roth, M.D., 
Roy King, M.D., Ph.D., and W. Stewart Agras, M.D. 





Plasma lipids were measured in 102 subjects with 
panic disorder or agoraphobia. In women, but not 
men, a significantly higher than expected number of 
subjects had cholesterol values that exceeded the 75th 
percentile of national reference values for their sex and 
age. 
(Am J Psychiatry 1989; 146:917-919) 





high blood cholesterol level is a major risk factor 

for the development of cardiovascular disease. 
The assessment of blood cholesterol levels in psychiat- 
‘ic patients has received little research attention. In 
oarticular, there are reasons to suspect that patients 
with panic attacks might have higher than expected 
ipid levels. Many studies (1) have demonstrated that 
icute emotional arousal increases free fatty acids and, 
n some cases, cholesterol levels. In addition, male pa- 
tents with panic disorder have been reported to have 
ligher than expected rates of mortality from diseases 
of the circulatory system (2, 3). The studies yielding 
hese findings had methodologic limitations, such as 
mall sample size and retrospective case identification. 
Nevertheless, one possible explanation for these find- 
ngs is high blood cholesterol levels in patients with 
anic disorder. To test whether patients with panic 
ittacks have high blood cholesterol levels, we mea- 
ured plasma lipids in 102 patients with panic disorder 
r agoraphobia and compared them with national ref- 
rence values. 
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METHOD 


Patients were recruited to participate in two separate 
treatment trials, one for panic disorder and another for 
agoraphobia. Patients were required to meet the DSM- 
II criteria for panic disorder or agoraphobia with ex- 
tensive phobic limitation in order to participate in the 
treatment studies. The diagnoses were made with the 
Structured Clinical Interview for DSM-III, Upjohn ver- 
sion (4). The exclusion criteria have been reported else- 
where (5). Informed consent was obtained after the 
procedures had been fully explained. 

Plasma lipid values were determined for 102 sub- 
jects, 74 women and 28 men. The mean ages (and age 
ranges) for the women and men were 35.4 (21—55) and 
36.4 (19-62) years, respectively. Eighty-four subjects 
met the DSM-III criteria for panic disorder, and 18 
subjects had agoraphobia with panic attacks. 

Plasma cholesterol and triglycerides were measured 
by means of enzymatic procedures adapted to the Ab- 
bott ABA-200 Bichromatic Analyzer (Irving, Tex.). 
High-density lipoprotein (HDL) cholesterol was mea- 
sured after precipitation of other lipoproteins with 
dextran sulfate magnesium (6). All these measure- 
ments were made during “in control” runs, as moni- 
tored by the Lipid Standardization Program of the 
Centers for Disease Control and the National Heart, 
Lung, and Blood Institute. Low-density lipoprotein 
(LDL) cholesterol was calculated according to the 
method of Friedewald et al. (7). Blood samples were 
drawn after a night of fasting for the 84 subjects with 
panic disorder, and nonfasting samples were obtained 
from the 18 subjects with agoraphobia. To assess 
whether the results were altered by including subjects 
who had not fasted before venipuncture, we analyzed 
the data with and without these 18 subjects. The re- 
sults did not differ in the two analyses. The subjects’ 
levels of total cholesterol, LDL, HDL, and triglycerides 
were compared with the Lipid Research Clinics Pro- 
gram reference values, which are grouped by age and 
sex (8). Because of the known effect of see hormones 
on lipid levels, the lipid values for the women taking 
sex hormones (N=12) were compared with the Lipid 
Research Clinics Program reference values for women 
using sex hormones (8). In accordance with the guide- 
lines of the National Institutes of Health Consensus 
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TABLE 1. Serum Lipid Levels and Prevalence of Greater Risk of 
Cardiovascular Disease? In Patients With Panic Disorder or Agora- 
phobia With Panic Attacks 


Patients With Levels Indi- 
cating Greater Risk of 
Cardiovascular Disease* 


Lipid Level 
(mg/dl) Expected Observed 
Measure Mean SD N % N % 
Women (N=74) 
Triglycerides 87 58 18.5 25 12 17 
Total cholesterol 208 37 18.5 25 34° 46 
LDL cholesterol 133 32 18.5 25 32° 43 
HDL cholesterol 58 15 18.5 25 14 18 
Men (N=28) 


Triglycerides 149 130 7.0 25 
Total cholesterol 202 38 7.0 25 

‘ LDL cholesterol 132 36 7.0 25 6 21 
HDL cholesterol 41 9 7.0 25 11 39 


“Level of risk based on Lipid Research Clinics Program reference 
values (8), which are grouped by age and sex. For triglycerides, 
total cholesterol, and LDL, greater risk=level above 75th percen- 
tile. For HDL, greater risk=level below 25th percentile. 

b?=17.3, df=1, p<0.01. 

2=13.1, df=1, p<0.01. 


Conference on lowering cholesterol (9), cholesterol val- 
ues that exceeded the 75th percentile for age and sex 
were identified as associated with greater risk of devel- 
oping cardiovascular disease. Similarly, values of LDL 
and triglycerides above the 75th percentile and values 
of HDL below the 25th percentile were defined as be- 
ing associated with such risk. The observed versus ex- 
pected-numbers of subjects with risk-associated values 
were compared by means of the chi-square statistic. 


RESULTS 


The lipid values of the female and male patients are 
shown in table 1. Also shown are the percentages of 
patients with values associated with greater risk of de- 
veloping cardiovascular disease. A greater than ex- 
pected number of female subjects had total cholesterol 
and LDL values that exceeded the 75th percentile of 
the national reference values for their age and sex 
(x7=17.3, df=1, p<0.01 for total cholesterol; x?= 
13.1, df=1, p<0.01 for LDL). There were no statisti- 
cally significant findings for triglycerides or HDL in the 
women and no statistically significant findings for any 
lipids in the male sample. There was a trend for the 
male patients to have lower than expected HDL levels 
(x2=3.0, df=1, p<0.1). 


DISCUSSION 


In our study, a greater than expected number of 
women, but not men, with panic disorder or agora- 
phobia had cholesterol values that exceeded predicted 
levels, possibly placing them at greater risk for the 
development of cardiovascular diseasé. The sex differ- 
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ences in this study were not as anticipated, since a 
higher than expected cardiovascular mortality rate has 
been reported only for men with panic disorder (2, 3). 
However, the small sample size for men may have lim- 
ited our ability to detect real differences. 

Total cholesterol includes both LDL and HDL sub- 
fractions. In this study, 43% of the female subjects had 
LDL values that exceeded the 75th percentile, but only 
20% had HDL values exceeding the 75th percentile. 
Thus, the LDL subfraction contributed more to the 
higher than expected total cholesterol level. LDL is 
positively associated, whereas HDL is negatively asso- 
ciated, with the development of cardiovascular disease. 

Diet and exercise patterns can affect body weight, 
which is positively associated with cholesterol level. To 
test the possibility that differences in body weight con- 
tributed to these findings, we compared the mean body 
mass index (weight in kilograms divided by height in 
meters squared) of the female patients with panic dis- 
order (N=59) with that of a female control sample of 
similar age (N=42, mean age=36.5 years). There was 
no significant difference in body mass index between 
the two groups (two-tailed t test). 

To examine whether prior use of psychotropic med- 
ication could have altered lipid metabolism, we re- 
measured the lipids of the panic disorder patients who 
completed an 8-week medication trial. There were 
no statistically significant changes in any lipids after 
treatment with imipramine, alprazolam, or placebo 
(Taylor et al., unpublished manuscript). 

A possible mechanism for the findings in this study 
involves the sympathetic nervous system. Sympathetic 
activation increases the activity of lipoprotein lipase. 
This results in an increase of free fatty acids in the 
serum. Theoretically, the hypothesized alteration in 
adrenergic function observed in patients with panic 
disorder (10) could alter lipid metabolism by affecting 
sympathetic regulation of lipoprotein lipase activity. If 
this were the case, total cholesterol and LDL might be 
expected to correlate with pertinent clinical variables. 
To test this possibility, total cholesterol and LDL in 
women were each correlated with the frequency of 
panic attacks, score on the Hamilton Rating Scale for 
Anxiety, score on the Beck Depression Inventory, and 
a measure of phobic avoidance. The frequency of panic 
attacks was significantly correlated with total choles- 
terol level (Spearman correlation, r,=0.25, N=66, 
p<0.05). Although this correlation suggests a relation- 
ship between panic attack frequency and total choles- 
terol, the correlation coefficient is not large and repre- 
sents the only significant correlation of eight correlation 
analyses performed. 

Finally, the higher than expected values of total cho- 
lesterol and LDL cholesterol in the female patients 
highlight the importance of attending to cardiovascu- 
lar risk factors in psychiatric patients. Patients with 
panic disorder and agoraphobia should be strongly en- 
couraged to receive cholesterol screening, now recom- 
mended for all adults. 
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Late-Life Onset of Panic Disorder With Agoraphobia 
in Three Patients 


Daniel J. Luchins, M.D., and Robert P. Rose, M.D., Ph.D. 


Although the onset of panic disorder with agorapho- 
bia is usually thought to occur in early adulthood, the 
authors describe three cases in which onset occurred 
ajter age 65. 

(Am J Psychiatry 1989; 146:920-—921) 


goraphobia is less prevalent in the elderly than in 

younger adults (1) and is thought to usually first 
appear in young adulthood. Thorpe and Burns (2) re- 
viewed eight studies and noted that the mean age at 
onset lay between 19 and 32 years. In their own series 
of almost 1,000 cases, the mean age at onset was 28, 
and in only 13% of the cases had onset occurred after 
age 40. We therefore have been surprised by our own 
experience over the last 2 years in the geriatric psychi- 
atric service of the Windermere Senior Health Clinic at 
the University of Chicago. We have nated six cases of 
agoraphobia and panic attacks in a sample of 126 con- 
secutively evaluated patients (5%), and three of them 
(50%) had begun after age 65. Because of the pre- 
sumed rarity of these cases and the relatively few stud- 
ies of this issue (3), we will present the cases in some 
detail. 


CASE REPORTS 


Case 1. Ms. A, a 75-year-old white widow, had a 3-month 
history of waking at night two or three times a week with 
anxiety, tachycardia, sweating, weakness, and a sense of 
claustrophobia, which would persist for 1-2 hours and pre- 
vent her from returning to sleep. The episodes appeared to 
have begun around the time she was bedridden because of 
sciatica. Now, despite an improvement in her leg pain, she 
found she had markedly restricted her activities, could not 
shop or socialize, and required the presence of another indi- 
vidual at all times. To meet this need, a companion was 
eventually hired by her overburdened family. 

She denied depression, other sleep disturbances, guilt, or 
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change of appetite (although she had lost 30 Ib during the 
previous year, which she ascribed to reflux esophagitis). She 
reported that she had no previous psychiatric history. She 
had received no psychotropic medication before being seen 
at our clinic but was taking a methyldopa-thiazide combina- 
tion for hypertension, which was continued throughout the 
subsequent treatment of her psychiatric symptoms. 

-Ms. A was given desipramine, 25 mg t.i.d., which was 
increased over 1 month to 50 mg t.i.d. (serum concen- 
tration=144 ng/ml), and she was seen weekly by a social 
worker for psychotherapy, which dealt primarily with which 
relative she should live near. Within 2 months she experi- 
enced dramatic improvement, no longer experienced night- 
time panic attacks, was traveling and shopping alone, and no 
longer required a companion. She was also able to decide to 
leave the state to live near one of her children. 


Case 2. Ms. B, a 75-year-old married white woman, was 
referred from the cardiology clinic, where she had had an 
extensive workup and had been given a diagnosis of mild 
mitral valve prolapse. She had a 6-month history of almost 
nightly episodes of waking with chest pain, tachycardia, anx- 
iety, and fear of dying, which prevented her from returning 
to sleep for 45—60 minutes. These episodes had started a few 
days after her husband coerced her into flying with him in a 
small private plane, an experience she found terrifying. Aside 
from the nighttime episodes, she also described feeling anx- 
ious and dizzy in certain situations, such as being in a 
crowded shopping mall alone, which did not happen when 
her husband accompanied her. Ms. B also described a 2-year 
history of mild depression associated with concerns about 
being old and having little to look forward to. This depres- 
sion had intensified in the last 6 months because of her im- 
pending retirement. She had experienced no changes in ap- 
petite, weight, or sleep and no episodes of crying or suicidal 
ideas. She reported an episode of significant depression at age 
41, after her first husband’s death, but no previous panic 
attacks or agoraphobic symptoms. 

Ms. B had used diazepam, 2.5 mg as needed, for about 10 
years, but it did not alleviate her panic attacks. She did note 
that during these episodes lorazepam, 1 mg as needed, re- 
duced the chest pain and helped her return to sleep. She was 
treated with alprazolam, 0.25 mg b.i.d., which reduced the 
frequency of panic attacks to about one every 2—3 weeks and 
relieved her fear of crowded situations. During treatment 
Ms. B retired and experienced no exacerbation of symptoms. 


Case 3. Ms. C, an 89-year-old white widow, had a 2-year 
history of almost daily “dizzy spells” associated with intense 
anxiety, shortness of breath, tremor, sweating, and light- 
headedness. These episodes could occur spontaneously but 
were inevitable if she entered a crowd or had to stand in line, 
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which limited her ability to leave home. According to Ms. 
C’s family, these symptoms and her increasing social isola- 
tion started after a difficult hospitalization, during which she 
was immobilized by sciatica. When we first saw Ms. C, she 
was receiving no medication. She admitted being depressed 
because of the attacks and having some initial insomnia, 
although she still slept 6-10 hours each night. She had a 
normal appetite and desire to carry out activities. She re- 
ported no feelings of guilt or suicidal ideas. She had no pre- 
vious history of panic attacks or significant depression except 
for a 3-month period of grieving for her husband, who had 
died about 20 years previously. In addition, she had experi- 
enced decreased cognitive function for at least 2 years; ex- 
amination revealed occasional paraphasias, the ability to re- 
member only two of three objects, and a score of 6 out of 10 
on the Mental Status Questionnaire (4). A CT scan had pre- 
viously revealed several small subcortical infarcts. Her cog- 
nitive decline was attributed to a multi-infarct dementia. She 
was given alprazolam, 0.25 mg b.i.d., for her panic attacks 
with agoraphobia but was lost to follow-up. 


DISCUSSION 


Before it is concluded that these three cases are ex- 
amples of late-onset panic attacks and agoraphobia, 
several issues should be addressed. First, these cases 
were not collected in the context of a systematic re- 
search study. The information is retrospective and may 
be limited by both the patients’ recollections and the 
physician’s persistence. Nevertheless, in all cases, the 
patients considered the panic attacks as new develop- 
ments and the individuals had limited or no previous 
psychiatric histories. The second issue is differential 
diagnosis. Marks (5) suggested that when agoraphobia 
starts in middle age or later, the diagnoses of space 
phobia and depression need to be excluded. The clin- 
ical pictures of these individuals do not resemble space 
phobia, which is characterized by an intense fear of 
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falling in open spaces without visual support. On the 
other hand, two of the three patients could be said to 
have mild depressive symptoms, and the patient in case 
2 probably would meet the DSM-III-R criteria for dys- 
thymic disorder. None, however, met criteria for a ma- 
jor depression. In any case, current or previous depres- 
sion is found in about two-thirds of agoraphobic 
patients (6). Attempts to differentiate cases in which 
the depression is primary from those in which agora- 
phobia predominates have been fruitless, since, as 
Marks (5) noted, “The similarities were more impres- 
sive than the differences.” 

Assuming that these three individuals developed 
bona fide panic disorder with agoraphobia in their late 
years, what can we learn from these cases? Primarily 
that this condition can have a late onset and must be 
considered in the differential diagnoses of individuals 
in that age range. A higher index of suspicion for onset 
of this condition in the elderly might reduce the pos- 
sibility of ascribing panic symptoms and the reductions 
of activity associated with agoraphobia to medical 
conditions, which are frequent in this age group. 
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Three Cases of Panic Disorder With Agoraphobia 
in Children 


James C. Ballenger, M.D., Donald J. Carek, M.D., Jane J. Steele, M.S.W., 
and Denise Cornish-McTighe, M.D. 


The authors report three cases of panic disorder 
with agoraphobia in children, with characteristic panic 
attacks, separation anxiety, and fear and avoidance of 
crowds and public places. The panic and agoraphobic 
symptoms responded to medications effective with ag- 
oraphobic adults, i.e., imipramine and alprazolam. 

(Am J Psychiatry 1989; 146:922-924) 


i t is increasingly apparent that psychiatric illnesses 
previously thought to be specific to adulthood can 
begin in childhood (1-3). Anxiety disorders such as 
panic disorder and agoraphobia are rarely diagnosed 
in children, although the diagnosis of separation anx- 
iety is commonly made. Even though there is evidence 
that panic disorder and agoraphobia are familial (4, 5) 
and many agoraphobic adults retrospectively report 
symptoms as children, few clinicians or investigators 
have studied these disorders in children (6—8). We re- 
port here three children with typical panic attacks and 
agoraphobic fears and avoidance in an effort to stim- 
ulate further discussion of the childhood form of panic 
disorder. 


CASE REPORTS 


Case 1. Ann, 8 years old, presented with a 6-month history 
of abdominal pain and nonspecific fear that occurred in 
crowded places, Ann avoided school activities and family 
outings because of her fear of going into crowded areas. On 
one occasion when on a trip with her family, she ran out of 
a building after she experienced a panic attack in a cafeteria 
line. Panic attacks, accompanied by shortness of breath, pal- 
pitations, abdominal pain, and a feeling of being “out of 
control,” occurred as often as twice a day, especially when 
she was away from the home. Ann frequently called from 
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school, asking to be taken home, and protested when she was 
encouraged to attend activities with peers away from the 
home. Her abdominal pain and unwillingness to eat in the 
cafeteria at school led to a 5-lb weight loss in 3 months. She 
denied feelings of depression, worthlessness, or hopelessness. 
Her panic attacks and persistent fear of having more attacks 
would have met adult criteria (DSM-III-R) for panic disor- 
der with agoraphobia of moderate severity. Ann’s mother, 
successfully treated with alprazolam for panic disorder with 
extensive phobic avoidance (DSM-III-R), felt that her 
daughter’s symptoms paralleled her own and brought her for 
treatment. 

Treatment with alprazolam, in combination with imipra- 
mine for almost a year, resulted in complete remission of 
symptoms. Alprazolam was tapered and discontinued easily, 
and Ann was treated with imipramine (75 mg at bedtime) 
alone for 2 additional years. She was seen in individual sup- 
portive psychotherapy every 1 to 2 weeks during most of this 
time. When imipramine was discontinued she developed 
transient somatic symptoms, but these cleared and she did 
well. However, 5 months after imipramine was discontinued 
she experienced a full relapse, was retreated with imipramine 
(75 mg/day), and recovered in several weeks. After an addi- 
tional 2 years of successful drug treatment and supportive 
psychotherapy, medication was tapered and discontinued at 
the end of a school year. Ann did well initially but began 
having spontaneous panic attacks approximately 5 months 
later, after returning to the stress of school. Imipramine 
treatment was restarted, and there was complete improve- 
ment of symptoms with 75 mg/day. Supportive psychother- 
apy and family sessions, as well as simple relaxation tech- 
niques, were included as adjuncts to drug treatment. Ten 
months later Ann continued to take the medication, the fre- 
quency of supportive psychotherapy sessions had decreased, 
and she remained symptom free despite major stressors 
within her family. Medication taper was again planned at the 
end of the school year, 


Case 2. Alan, 13 years old, developed the fear that he 
would faint in school or other public places after having felt 
faint in the lunch line at school. He began to experience 
sudden episodes of palpitations and increased perspiration 
accompanied by the fear that he would faint or “‘lose con- 
trol” in class, the mall, or church. At those times he was 
noted to look pale and to feel cold and “clammy.” Exami- 
nation by a cardiologist resulted in the diagnosis of mitral 
valve prolapse, but this was not felt to account for his symp- 
toms. Because of his attacks, Alan avoided crowds, especially 
in malls and large school functions. He would attend church 
services only if he could sit in the back of church so that he 
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could leave quickly if he became anxious. He met adult cri- 
teria (DSM-III-R) for panic disorder with agoraphobia of 
moderate severity. 

Alan was treated with alprazolam, 1.0 mg twice daily, and 
imipramine, 125 mg at bedtime, and experienced complete 
remission of his symptoms. After 4 months alprazolam was 
reduced to 0.5 mg twice a day. After 8 months alprazolam 
was tapered and discontinued without reappearance of 
symptoms, and imipramine was reduced to 75 mg/day. Imip- 
ramine was discontinued after a total of 12 months of treat- 
ment without return of symptoms. 

Alan was seen in psychotherapy a total of 14 times over 
the initial 7 months. An attempt was made to engage him in 
reflective psychotherapy, but this was largely unsuccessful. 
Over the next 6 months he was seen four times to determine 
“how things were going,” for general support, and to check 
on his medications. It was our impression that his improve- 
ment was primarily related to the medications. 


Case 3. Cathy, 11 years old, had always had a problem 
with separation, avoided sleep-over parties, and disliked it 
when her parents went out. She began having abdominal 
pain when she changed to a new school. Several visits to her 
pediatrician resulted in no diagnosis, and an upper gastroin- 
testinal series was normal. While in school, she began to have 
spontaneous panic attacks that were characterized by the 
sudden feeling that she was going to die, trembling, sweaty 
hands, tingling in her legs, and dizziness. Afterward, she 
worried that “something might happen to me.” Although 
Cathy had been active and independent during the summer, 
after school began she spent less time with friends and did 
not want to be left alone. Consequently, she often accompa- 
nied her mother on errands but would have panic attacks in 
stores. She called her mother frequently from school, asking 
to be taken home. She met adult criteria (DSM-III-R) for 
panic disorder with agoraphobia of mild severity. Cathy 
was awakened at night by abdominal pain and lost 5 Ib. 
She denied feeling sad or worthless. The only family history 
of psychiatric problems was depression in her maternal 
grandmother. 

Cathy was treated successfully with 75 mg/day of imipra- 
mine, which effectively blocked her panic attacks. Despite oc- 
casional complaints of stomachaches when she was under 
stress, she returned to activities she had been avoiding. Sessions 
with the patient and her parents provided education about anx- 
iety disorders and focused on helping the parents encourage 
appropriate separation. Imipramine was tapered after 2 years, 
and there was no known relapse over 27 months. 


DISCUSSION 


There is a relative dearth of information and clinical 
investigation concerning panic disorder and agorapho- 
bia in childhood, although Gittelman-Klein and Klein 
first suggested in 1973 that separation anxiety in child- 
hood was closely related to adult agoraphobia (9, 10). 
The children we have described met adult criteria 
(DSM-III-R) for panic disorder with varying degrees 
of agoraphobia. Although we did not use structured 
diagnostic interviews with these children, we came to 
know them well through extensive clinical contact, 
generally over several years. Although they had fea- 
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tures of separation, avoidant, and phobic disorders of 
childhood, their clinical syndromes appeared very sim- 
ilar to the usual adult presentation of panic disorder, 
and we feel it is most appropriate to conceptualize 
them as having the same syndrome. This conclusion is 
further supported by the fact that they appeared to 
respond to treatment “like adults” (e.g., to the same 
medications). 

There are several reasons why the presence of panic 
disorder and agoraphobia in children may be under- 
appreciated, other than the belief that they do not oc- 
cur until early adulthood. Avoidant behavior in chil- 
dren may be more difficult to recognize because 
children are protected and dependent and underlying 
anxiety may remain unchallenged and therefore unex- 
posed. There is a relatively greater diagnostic aware- 
ness of depression in children than of anxiety. A child’s 
tearful, sad, forlorn appearance may distract examin- 
ers from the underlying anxiety that becomes evident 
only on closer scrutiny. In addition, children may be 
even more prone than adults to emphasize their phys- 
ical symptoms (e.g., cases 1 and 3) over their anxiety 
and avoidance symptoms. Correct recognition of this 
disorder in children is probably quite important because 
it would better allow early detection and intervention, 
which should help prevent the patterns of chronic avoid- 
ance and lowered self-esteem that individuals with un- 
treated panic disorder frequently develop. 

These three children responded to treatment with 
resolution of their panic and avoidance symptoms and 
with resumption of age-appropriate activities. Al- 
though each of the children was seen in psychotherapy 
by psychotherapy-oriented clinicians, there was clear 
consensus among us that symptom resolution was pri- 
marily related to the medications. This impression was 
based on both the time course of symptom resolution 
and the two relapses in patient 1 when medication was 
discontinued and the subsequent good responses when 
medication was reinstituted. 

Obviously, many of the issues raised by this prelim- 
inary report now require rigorous study. However, it is 
our hope that our description of the symptom patterns 
and successful treatment of these children will stimu- 
late others to explore the nature of these symptoms 
and this disorder in children. 
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Midazolam for Aggressivity and Violence in Three 
Mentally Retarded Patients 


William S. Bond, Pharm.D., Laura A. Mandos, Pharm.D., and Michael B. Kurtz, M.D. 


Midazolam was administered to three mentally re- 
tarded patients with acute and refractory aggressivity 
and violence. Midazolam was well tolerated without 
complications and provided dramatic control of the 
symptoms, suggesting an expanded role for it in the 
management of aggressive and violent behavior. 

(Am J Psychiatry 1989; 146:925—926) 


linically significant behavior related to assaultive- 

ness and violence (e.g., anger and agitation) is 
common among psychiatric patients (1). Violent be- 
havior is unpredictable and periodic and adds dispro- 
portionate severity to any environmental stress or frus- 
tration (2). 

In patients with mental retardation, violent and ag- 
gressive behavior is often coupled with self-injurious 
acts such as head banging and self-mutilation (3, 4). 
The presence of such symptoms, of course, greatly 
complicates the management of mentally retarded pa- 
tients and, in extreme cases, can stymie attempts at 
adequate control. 

The use of psychotropic medications to manage be- 
havior disorders in patients with mental retardation is 
controversial. Pharmacotherapy has become a symbol 
of the failure of many institutions to provide meaning- 
ful rehabilitation services to the mentally retarded. 
This view has evolved because drug therapy has been 
used as a chemical restraint in some clinical situations 
to the exclusion of a well-planned behavior modifica- 
tion program (S). Unfortunately, this often deserved 
criticism has obscured the fact that there are extremely 
disturbed retarded individuals who cannot benefit 
from any type of rehabilitation program unless they 
are adequately medicated. 

Acute episodes of aggressivity and lack of control 
require rapid measures to minimize disruption to the 
milieu and to prevent patients from harming them- 
selves and others. Although parenteral antipsychotic 
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drugs remain the mainstay of treatment, patients may 
obtain incomplete or inadequate relief and suffer dis- 
turbing drug-induced adverse effects such as ortho- 
static hypotension and extrapyramidal reactions. Ben- 
zodiazepines used in combination with antipsychotic 
drugs or as alternative agents can help overcome these 
problems. 

Midazolam, a [1, 4]benzodiazepine derivative cur- 
rently used as a parenteral preanesthetic, is a partic- 
ularly suitable drug for this purpose because of its 
pharmacologic and pharmacokinetic properties. Mida- 
zolam is a highly lipophilic drug at physiologic pH, 
which contributes to the rapid onset of its CNS effects. 
The sedative effects of the drug begin within 5 to 15 
minutes after intramuscular administration, and peak 
sedation occurs 30 to 60 minutes following intramus- 
cular injection. The onset of sedation is even more 
rapid (within 3 to 5 minutes) after intravenous injec- 
tion. The rapid displacement of midazolam from ben- 
zodiazepine receptors and its very high metabolic 
clearance and high rate of elimination account for its 
relatively short duration of action, which is about 2 
hours (range=1-6 hours). 

Overall, midazolam is remarkably free from adverse 
effects. The incidence of apnea and postoperative 
emergence delirium, nausea, and vomiting is relatively 
low following midazolam administration compared 
with other anesthetic agents. Compared with thiopen- 
tal, it causes less cardioresp:ratory depression and a 
lower frequency of coughing, hiccups, laryngospasm, 
and bronchospasm. Midazolam may prove to be par- 
ticularly useful as an alternative agent in patients with 
cardiac disease, geriatric patients, and patients who 
cannot tolerate intravenous barbiturates or for whom 
they are contraindicated. 

Midazolam generally causes less pain and venous 
irritation at the site of injection than diazepam or hy- 
droxyzine. In addition, midazolam has a more rapid 
onset of sedative action and produces more pro- 
nounced anxiolytic and anterograde amnesic effects 
than parenteral diazepam or hydroxyzine (6, 7). 

The properties that make midazolam a safe and 
effective preanesthetic agent also would be useful in 
the management of psychiatric patients with aggressive 
and violent behavior. This hypothesis is supported by 
a recent report by Mendoza et al. (8), who provided 
the first data concerning the efficacy of intramuscular 
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midazolam for the treatment of acutely psychotic pa- 
tients in an emergency room setting. 

Our favorable clinical experience with intramuscu- 
lar midazolam not only supports the findings of Men- 
doza et al. but extends them to include midazolam’s 
efficacy in individuals with mental retardation coexist- 
ing with other psychiatric illness who manifest resis- 
tant and severe forms of violence and agitation. In the 
cases of each of the three patients described here, a 
planned behavior modification program was in place 
as part of the overall therapy. No adverse drug effects 
were experienced by any of the patients, and their vital 
signs remained stable after injection of midazolam. 


CASE REPORTS 


Case 1. Anthony is a 17-year-old boy with the psychiatric 
diagnoses of mild mental retardation (IQ=60), impulse con- 
trol disorder, and attention deficit disorder with hyperactiv- 
ity. His pharmacotherapy included maintenance methyl- 
phenidate (60 mg/day) as well as thioridazine (300 mg/day) 
and hydroxyzine (10 mg i.m. as needed) for agitation and 
behavior control. Despite these medications, Anthony con- 
tinued to experience episodes of agitation, destructive behav- 
ior, and violence during which he would pull down window 
drapes, pull fire alarms, rip his clothing, and physically as- 
sault staff and other patients. A trial of lithium carbonate 
(1200 mg/day) proved ineffective in reducing the number and 
severity of these episodes and appeared to worsen his behav- 
ior of inappropriate urination. Positive reinforcement pro- 
grams and periods of “time out” also were ineffective. 

Because of the lack of effect of both pharmacotherapy and 
nonsomatic treatments, Anthony was given 5 mg of mida- 
zolam on several occasions of severe agitation and violence. 
On each occasion it produced dramatic control of his aggres- 
sivity within 10 to 20 minutes following injection. Usually, 
he would sleep for about 60 minutes after the injection and 
was much more manageable on awakening and able to par- 
ticipate in milieu activities. 


Case 2. Betty is a 14-year-old girl with psychiatric diag- 
noses of mild mental retardation (IQ=69); conduct disorder, 
socialized, aggressive type; and explosive personality disor- 
der. She was extremely noncompliant and would often be 
severely aggressive and violent toward both herself and the 
staff. Therapy with lithium carbonate (1125 mg/day) and 
as-needed parenteral administration of triflupromazine (25 
mg) and sodium amobarbital (100-200 mg) for acute epi- 
sodes of severe agitation were ineffective. 

During one of her acute episodes, Betty attempted to hit 
staff members with a chair and exhibited self-abusive head 
banging during a “‘time-out” period in an open seclusion 
room. She was given 10 mg of midazolam, which produced 
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rapid control of her aggressive and violent symptoms. Betty 
was able to come out of the room within 15 minutes follow- 
ing the injection and was subsequently alert and cooperative 
with the staff’s directions. 


Case 3. Mr. C is a 26-year-old man with severe mental 
retardation (IQ=29) and a mixed seizure disorder treated 
with phenobarbital (120 mg/day). He was usually compliant 
but infrequently would exhibit episodes of temper tantrums 
and severe agitation that were difficult to control. Although 
intramuscular triflupromazine (20-25 mg) was somewhat 
effective, it had to be discontinued because the patient expe- 
rienced prolonged periods of lethargy following its use. Sub- 
stitution of parenteral hydroxyzine (50-150 mg) proved to 
be ineffective. 

Over a period of about 8 months the patient had three 
documented episodes of severe agitation and self-abusive be- 
havior unresponsive to “time-out” periods and restraints. 
However, on each occasion, administration of 10 mg of mi- 
dazolam produced rapid control of his symptoms—usually 
within 15 to 20 minutes following the injection. He then was 
able to resume participation in his usual daily activities. 


These three case reports illustrate the safety and ef- 
ficacy of midazolam in the management of mentally 
retarded individuals with acute episodes of severe ag- 
gressivity and violence unresponsive to other psycho- 
tropic drugs and behavioral measures. Its sedative, 
anxiolytic, and amnesic effects likely account for its 
usefulness in these patients. However, double-blind 
controlled studies of midazolam used with and with- 
out antipsychotic drugs are required to confirm its util- 
ity in patients with violent behavior. 
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TEXTBOOKS 


The American Psychiatric Press Textbook of Psychiatry, ed- 
ited by Jobn A. Talbott, M.D., Robert E. Hales, M.D., and 
Stuart C. Yudofsky, M.D. Washington, D.C., American Psy- 
chiatric Press, 1988, 1,279 pp., $85.00. 


Quite simply, this is the best textbook of psychiatry cur- 
rently available. It is a textbook in the finest sense of the 
word in that it is clearly written, comprehensive (but not 
overwhelming), and unbelievably up-to-date. The editors 
and contributors are to be congratulated. This book presents 
the “new psychiatry” in an extremely clear fashion and in 
one volume. It is apparent that the book was carefully de- 
signed and edited to teach. Each chapter is full of excellent 
summary tables that encapsulate the key didactic messages of 
the text. Great consideration for the reader has been shown 
in the effort to make the text and concepts understandable. 
For example, this is the first basic text I have seen that goes 
into a brief but clear discussion of statistics used in epidemio- 
logic studies. It is also the first to give examples of the currently 
available standardized interview schedules. Such consideration 
allows the reader to understand the terms that are used without 
having to go to another book to look them up. 

The text is divided into five sections: Theoretical Founda- 
tions, Assessment, Psychiatric Disorders, Psychiatric Treat- 
ments, and Special Topics. The first three chapters in the 
Theoretical Foundations section, “Neuroscience and Psychi- 
atry” by Joseph T. Coyle, “Genetics” by, Ronald O. Rieder 
and Charles A. Kaufmann, and “Epidemiology of Mental 
Disorders” by Jack D. Burke, Jr., and Darrel A. Regier, are 
the clearest chapters on these subjects that I have ever seen. 
They should be read by all psychiatrists who finished their 
residencies more than 5 years ago. These chapters should 
stimulate the intellectual interests of medical students and 
residents by demonstrating the major advances that have 
been made in the application of the basic sciences to under- 
standing behavior disorders. “Normal Growth and Develop- 
ment” by Theodore Shapiro and Margaret E. Hertzig is a 
clear, well-balanced summary of the data on child develop- 
ment. Unfortunately, “Theories of the Mind and Psychopa- 
thology” by Stephen S$. Marmer is not up to the standards of 
the preceding chapters in terms of a balanced presentation. It 
deals primarily with psychoanalytic theory. One is certainly 
taken aback to find this parochial view after reading the 
earlier presentations. Certainly one would expect in such a 
chapter to find data from neuropsychology and reference to 
such theoreticians as James, Hebb, and Penfield, who have 
all contributed greatly to our understanding of mental activ- 
ity. However, it is a good review of psychoanalytic theory. 

The section on Assessment is as fine as the first section. It 
starts with “Psychiatric Interview, Psychiatric History, and 
Mental Status Examination” by Stephen C. Scheiber, which 
includes an outline of the examination by Roger A. MacKin- 
non and Stuart C. Yudofsky. “Psychiatric Classification” by 
Janet B.W. Williams follows. This first-rate discussion cer- 
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tainly should be useful in helping medical students under- 
stand the impertance of diagnosis in psychiatry as well as the 
contemporary interest in it. Both of these chapters are quite 
readable, full of examples and clinical illustrations, and not 
at all like reading a dictionary, as some chapters on this 
subject are prone to be. “Psychological Assessment: Tests 
and Rating Scales” by John F. Clarkin and Stephen W. Hurt 
and “Laboratory and Other Diagnostic Tests in Psychiatry” 
by Richard B. Rosse and John M. Morihisa are also quite 
good. In the latter, there is some lack of sophistication in the 
discussion on distinguishing medical from psychiatric prob- 
lems; however, the guidelines for clinical evaluation before 
starting psychopharmacological treatments are excellent and 
should prove valuable for residents and practicing psychia- 
trists who are trying to use an unfamiliar medication. 

In the Psychiatric Disorders section, the chapters follow 
DSM-III-R closely and are all written by experts in the field. 
They follow the traditional medical textbook format in giv- 
ing some histcrical overview of the diagnostic category and 
then going on to a clear discussion of definition, epidemiol- 
ogy, clinical features, and treatment. The presentations are 
vivid, well balanced, and every bit as good as the chapters in 
the first two sections of the book. The chapters on person- 
ality disorders, children, and psychosomatic conditions are 
extremely comprehensive and well written, but it is difficult 
to single out one chapter from this excellent overview of 
psychopatholegy. 

Section four, Psychiatric Treatments, covers such topics as 
psychopharmacology and ECT, individual psychotherapies, 
behavior therepy, hypnosis, family therapy, group therapy, 
and treatment of children and adolescents. ‘““Psychopharma- 
cology and Electroconvulsive Therapy” by Jonathan M. Sil- 
ver and Stuart C. Yudofsky is organized in an interesting 
fashion in that it deals with medications according to their 
functions (e.g., anti-aggressive drugs and antipsychotic 
drugs) rather than exclusively by their pharmacological 
classes. “Individual Psychotherapies” by Robert J. Ursano 
and Edward K. Silberman is very broadly based and ranges 
from psychoanalysis to short-term therapy. It also covers 
cognitive therapy, and there is a lovely and detailed discus- 
sion of supportive therapy, which is frequently neglected. 
“Hypnosis” by David Spiegel is first-rate, and “Family Ther- 
apy” by C. Christian Beels clears a nice didactic path through 
a very complex area. “Treatment of Children and Adoles- 
cents” by Mina K. Dulcan is comprehensive and useful. 

The Special Topics section covers such areas as suicide, 
violence, psychiatry and the law, ethics and psychiatry, psy- 
chiatry and culture, geriatric psychiatry, community psychi- 
atry and prevention, and administration. Although most of 
the chapters are extremely well done and didactically useful, 
this section contains two of the weakest chapters in the book. 
The chapter on psychiatry and culture does not deal in a very 
comprehensive way with the fascinating area of cross-cul- 
tural issues in psychiatry and their implications for psycho- 
pathology. The chapter on geriatric psychiatry is superficial 
about the biological aspects of geriatrics as well as some of 
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the social issues. It is also a mystery to me why there is a 
chapter on administration in this excellent textbook. I do not 
think it is a pertinent issue for most medical students and 
residents. This is not to deny the importance of administra- 
tive functions for residents, but this chapter does not seem to 
fit with the rest of the book. 

There are two appendixes in the text, one covering the 
diagnostic criteria of DSM-III-R, which have already been 
covered in the Psychiatric Disorders portion of the text, and 
a second appendix consisting of excerpts from the American 
Psychiatric Glossary (1). The index is quite adequate. 

In summary, this text will be useful for medical students 
and residents and particularly useful for physicians and psy- 
chiatrists who have been out of their residency programs for 
more than 5 years. The chapters on neuroscience and psy- 
chiatry, genetics, and epidemiology will be important re- 
views for most practicing psychiatrists. 

Ir is difficult to review a textbook, so to confirm the use- 
fulness of this book I did a private study. Shortly after re- 
ceiving the book, I was the attending physician with a first- 
year resident for a week on one of our inpatient services. 
During this time, I wrote down specific questions asked by 
the resident and the medical student that could have been 
answered by a good textbook. The American Psychiatric 
Press Textbook of Psychiatry was quite good in answering 
four of the seven questions. The answered questions related 
to the use of neuroleptics in a patient who was breast feed- 
ing, the relationship of the WBC to the use of carbamazepine 
(although the answer was a bit conservative, as it probably 
should be, it was accurate), when to stop ECT, and the psy- 
chiatric aspects of psoriasis. Unanswered questions involved 
the topics of postpartum psychosis, atypical depression, and 
the psychiatric sequelae of head trauma. Although head 
trauma is covered in the book, it was only in its relation to 
subsequent violence. In short, the book did a pretty good job 
in replacing the attending physician, which I think is a sign of 
an excellent textbook. 

I recommend this textbook highly. Both the American Psy- 
chiatric Press and the editors and authors certainly can be 
proud of it. 
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Introduction to Psychodynamics: A New Synthesis, oy Mardi 
J. Horowitz. New York, Basic Books, 1988, 272 pp., 
$22.95. 


The student who wishes to appropriate the riches of psycho- 
analytic theory faces a formidable task. Not only is the land- 
scape vast, but there is no good map. To make matters worse, 
the journey is fraught with twists, turns, and dead ends. One 
can easily get lost or, frustrated and overwhelmed, turn back. 

In this book, Mardi J. Horowitz, who has written an in- 
fluential series of clinical works, sets himself the task of 
translating psychoanalytic theory into a contemporary idiom 
that is accessible to the student clinician. While attempting to 
be faithful to the traditional sources of psychoanalytic the- 
ory, Horowitz frames his synthesis with strong contributions 
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from a number of nonanalytic sources, including cognitive 
and personality psychology. 

Assessment of the adequacy of any new theoretical formu- 
lation, especially one that aspires to be comprehensive, can 
be based on its faithfulness to the received tradition, its clin- 
ical and empirical utility, and its conceptual elegance. Brief 
consideration of these points follows. 

Introduction to Psychodynamics maintains fidelity to the 
received tradition by addressing the traditional viewpoints of 
psychoanalytic metapsychology: dynamic, structural, eco- 
nomic, genetic, and adaptive (1). The dynamic and structural 
points of view are strongly represented in the concepts of 
“schemas” and states of mind. Borrowed from cognitive psy- 
chology, schemas of self and other and their associated but 
more elaborated role relationship models are mental repre- 
sentations composed of images and patterned interactional 
expectancies. They organize experience and act as focuses for 
perceptions, thoughts, emotions, and choices. The patterned 
sequencing of the various states of mind constitutes person- 
ality and reflects the manv-layered and constantly shifting 
texture of consciousness, which is the heart of psychody- 
namic theory. Borrowing heavily from traditional sources, 
Horowitz articulates developmental processes by which 
schemas are acquired, hierarchically organized, and reorga- 
nized across the life span. Finally, demonstrating his reliance 
on modern personality psychology, Horowitz’s model is 
strongly interactionist. It takes seriously the notion that human 
beings exist in a constantly changing and, most importantly for 
a theory of mental states, salient social environment. 

A second consideration for evaluating the adequacy of a 
new theoretical synthesis is its utility, specifically its value in 
clinical conceptualization and empirical verification. Intro- 
duction to Psychodynamics is ““experience-near” in its con- 
ceptualization: it has recognizable clinical validity and power 
of illumination. The approach is eminently empirical, lend- 
ing itself well to the sort of clinical investigation that is likely 
to characterize the coming decades of psychoanalytic theo- 
rizing. Indeed, a major strength of Horowitz’s work over the 
past 20 years is its characteristically strong empirical basis. 

Finally, Horowitz’s model has the value of conceptual el- 
egance. His framework, which weaves psychoanalytic theory 
into a general psychology, has the beauty of cohesion, con- 
sistency, and clinical validity. 

Does Horowitz succeed in translating psychoanalytic the- 
ory for a generation of clinicians bred on the psychology of 
the 1960s and 1970s? He does. This work points beyond 
itself toward further elaboration and application. 

My only complaint, and it is a minor one, is that the book 
ends prematurely, after a useful section which recasts defense 
mechanisms and neurotic styles into schema theory. The treat- 
ment would have been nicely rounded off by chapters on psy- 
chopathology (prototypic schemas and states of mind that or- 
ganize pathological behavior) and psychotherapy praxis and 
research. Nevertheless, Horowitz has succeeded in creating a 
text that conveys, and extends, a venerable clinical heritage for 
both the psychoanalytic neophyte and the seasoned veteran. 
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Principles and Practice of Child Psychiatry, 2nd ed., by Stella 
Chess, M.D., and Mahin Hassibi, M.D. New York, Plenum, 
1986, 522 pp., $35.00. 


This book offers an updated overview of the field of child 
psychiatry. Written in an easy-to-read style, it is appropriate 
for both professionals and interested lay people. 

The introductory chapters provide a historical overview of 
the field as well as chapters on normal child development and 
theories of child development. The section entitled Disor- 
dered Behavior discusses the genesis and etiology as well as 
the presenting symptoms of disordered behavior and in- 
cludes an extensive chapter on assessment. The bulk of the 
text is devoted to the section entitled Syndromes in Child 
Psychiatry. Case histories are provided throughout. Subjects 
covered in separate chapters include adjustment reactions, 
disorders of biological functions (eating disturbances, disor- 
ders of sleep, enuresis, encopresis, and psychosexual disor- 
ders), psychophysiological disorders, anxiety disorders, 
childhood psychoses (autism, schizophrenia, affective disor- 
ders), learning disabilities, disorders of language develop- 
ment, organic brain syndromes, hyperkinesis and attentional 
deficiencies, and disorders of habit (including stereotyped 
movements, self-injurious behavior, and tics). Particularly in- 
formative and interesting are the chapters on mental retar- 
dation and physically handicapped children. There are also 
chapters on gifted children and normal and pathological be- 
havior in adolescence. Coverage is relatively weak in the 
areas of substance abuse and, perhaps reflecting the state of 
the knowledge at the time the book was written, physical and 
sexual abuse. The last section of the book, Methods of Psy- 
chiatric Intervention, provides brief overviews of psycho- 
analysis, play therapy, behavior therapy, group therapy, 
family therapy, compensatory education, institutionaliza- 
tion, and drug therapy. The final chapter is entitled 
“Children and the Law.” 

Compared with the first edition, increased coverage has 
been given in this second edition to child psychopharmacol- 
ogy, learning disabilities, and the role of the school in 
psychiatry. In addition, as the authors note, the diagnostic 
terminology has been modified generally to comply with 
DSM-III. 

Although details and research references are sometimes 
lacking, Principles and Practice of Child Psychiatry, 2nd ed., 
provides a broad-based overview of an ever-expanding field. 


DEANNA BOOK, M.D. 
SAMUEL KUPERMAN, M.D. 
lowa City, lowa 


CLINICAL CARE 


Diagnosis and Classification in Psychiatry: A Critical Ap- 
praisal of DSM-III, edited by Gary L. Tischler. New York, 
Cambridge University Press, 1987, 546 pp., $59.50. 


Potential readers should not be put off by the fact that this 
book is largely composed of the proceedings of a 3-day con- 
ference held in 1983. The conference was organized by the 
Board of Trustees of APA to evaluate DSM-III. This book is 
much more useful than most such proceedings, even though 
DSM-III has been superseded by DSM-III-R and DSM-IV is 
already under discussion. DSM-III-R, which was published 
in 1987, is not fundamentally different from DSM-HI, and 
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much of the debate and discussion contained in this volume 
about the background of the structure and content of DSM- 
II] still applies to DSM-III-R. 

In spite of its subtitle, there is not a great deal of criticism 
in this volume, although there is a great deal of description 
and explanation. This may be due to the fact that many of 
the contributors to the volume were also members of various 
working parties and task forces that drafted both DSM-III 
and DSM-III-R. It is a pity that nobody from outside the 
United States was asked to contribute to this volume, but this 
is no particular disadvantage so long as DSM-IH was not 
expected to be more than a national classification. There is 
little mention in this volume of an international role for 
DSM-III, but time has shown that there has been consider- 
able internaticnal interest in it. Perhaps as a reaction to this, 
those publishing DSM-III-R and preparing DSM-IV have 
shown signs of a more evangelistic approach to the promul- 
gation of and use of the U.S. classification. 

The first seven sections of this volume deal with the vari- 
ous clinical syndromes; each is introduced by a subeditor and 
finishes with an overview. These sections vary considerably 
in their length and detail, but those on affective disorders and 
schizophrenia are particularly useful. The discussion of the 
background of the classification of affective disorders leans 
heavily on the NIMH Collaborative Study on the Psychobi- 
ology of Depression and is more interesting because of this. 
The chapter cn schizophrenia and schizophreniform disor- 
ders is particularly clearly written and contains a variety of 
constructive criticisms. There is, however, an all too brief 
attempt to summarize problems of broad and narrow defi- 
nitions of schizophrenia and the vices and virtues of first- 
rank symptoms in making a diagnosis of schizophrenia. 
More space and more accurate references are required to do 
justice to this familiar problem. 

The chapter dealing with anxiety and panic is disappoint- 
ingly brief, alzhough this is no doubt an opinion with the 
advantage of hindsight in view of controversies about the 
importance that should be given to panic disorder as a dis- 
order in its own right. (One of the few major differences 
between DSM-III and DSM-III-R is in the precedence given 
to panic disorder over agoraphobia in DSM-III-R.) 

There is a particularly useful review of borderline person- 
ality disorder, and the studies reviewed provide a good ex- 
ample of how a concept can be defined so as to be reliable 
between observers but yet still not be proven to have any 
particular clinical validity. It is all too easy nowadays for 
diagnosticians and classifiers to become preoccupied with 
measurements of reliability, since they are so much simpler 
than measurements of validity. Reliability represents agree- 
ment between two measures of the same trait or diagnostic 
concept, obtamed through maximally similar methods (e.g., 
parallel forms of the same test or different observers using 
the same test). Validity represents agreement between two 
measures of tae same trait or diagnostic concept obtained 
though maximally different methods. With respect to bor- 
derline personality disorder, there seems to be growing 
agreement that there is something there to be tested, but for 
the moment it would be wise to agree with the author of this 
particular chapter that borderline personality can only be 
regarded as a “vagabond and transitory boundary label” 
which nevertheless merits further investigation. 

The final sections deal with broader issues such as exclusion 
criteria, hierarchical effects, and z variety of suggestions for the 
revision of DSM-III. There are also sections on the multiaxial 
approach and comments on the clinical, educational, and ad- 
ministrative applications of DSM-II. Some of the suggestions 
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and criticisms in these sections have been accommodated by 
DSM-III-R, but most of the discussion is still relevant to those 
preparing DSM-IV and other classifications. 

An overall theme that runs through most of the sections of 
this book is that the U.S. classifications must be based on the 
latest reliable and systematic clinical evidence. The impor- 
tance of this cannot be denied, but this volume also illus- 
trates some of the dangers of an overenthusiastic adherence 
to the desire to be modern and up-to-date. Research done in 
different centers and at different times often produces con- 
flicting results, and fashions of both ideas and techniques are 
likely to change. Those in charge of the construction of new 
classifications or the revision of existing ones probably need 
to be somewhat on the conservative side in reviewing recent 
work and new evidence. The best compromise and balance 
between new findings and clinical customs is not easily 
found. 


JOHN E. COOPER, M.D. 
Nottingham, England 


The Joint Commission Guide to Quality Assurance, by the 
Joint Commission on Accreditation of Healthcare Organiza- 
tions. Chicago, JCAHO, 1988, 148 pp., $55.00. 


Those involved in hospital administration are especially 
alert to the workings of the Joint Commission on Accredi- 
tation of Healthcare Organizations (JCAHO). Respect and 
alliance admixed with fear, anger, and resistance can often 
be found in the relationship between the clinical and mana- 
gerial staff of a hospital and the JCAHO. As a clinical ad- 
ministrator, when I saw notice of this Guide I thought that I 
had better take a look at it. At best, it might be helpful in the 
now obligatory quality assurance activities of every health 
care organization. At worst, I would at least know what 
dreaded fate awaits me. 

I was reassured to examine The Joint Commission Guide 
to Quality Assurance. The authors of this monograph aim to 
be understood. The book design uses a brief text with out- 
lines of the material in the margins, frequent tables and fig- 
ures, and numerous examples that clarify and illustrate how 
to do what has been described. Chapters are well organized 
and summarized. Basic points are emphasized, occasionally 
to excess. The language, by and large, is colloquial and 
understandable. 

Several important topics and chapters stand out. Quality 
assurance is broken down into three components: clinical 
services, medical staff, and organization-wide quality assur- 
ance. Chapters are devoted to each of these areas. Monitor- 
ing of clinical services includes review of special care units 
(psychiatric units, for example), ambulatory services, social 
work, and substance abuse services. Monitoring of medical 
staff includes review of the quality of clinical care provided 
by the professional staff, the quality of medical records, and 
the appropriateness, safety, and effectiveness of medication. 
Organization-wide quality assurance includes utilization re- 
view, infection control, and risk management. 

Indicators of care are defined and categorized as structure, 
process, and outcome. Structure refers to whether the orga- 
nization has the staffing and procedures for good care; pro- 
cess refers to whether patients receive a good standard of 
care; outcome refers to whether patients have a positive out- 
come from the care delivered. A 10-step process for quality 
assurance is repetitively presented. These 10 steps walk the 
novitiate through the basics of quality assurance: assigning 
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responsibility, identifying the scope of the review, establish- 


` ing indicators and thresholds for evaluation, taking action, 


and reporting. 

The reader can obtain an overview of quality assurance, 
informed by a brief history of the past workings of the old 
Joint Commission on the Accreditation of Hospitals (before 
it was the JCAHO) and can see the general direction in which 
the field is moving. For example, future JCAHO reviews of 
psychiatric services may encompass the efficacy and safety of 
prescribed medications. The reader will understand both the 
goals of such a review and how to prepare for it from a good 
reading of this book. 

The Guide is not specific for psychiatry. All medical spe- 
cialties are encompassed in the monograph, as are all health 
care organizations. This lack of specialization is both a lim- 
itation and a contribution for clinicians working in a psychi- 
atric facility. We might appreciate more specific material for 
our field, but the lack of specialization informs us of the 
expectations of our medical and administrative colleagues 
and demonstrates the general principles that are applied. The 
Guide tends to be repetitious: subjects and procedures are 
described multiple times throughout. Despite these criticisms 
and the rather steep price, The Joint Commission Guide to 
Quality Assurance is an accomplishment and a valuable doc- 
ument. Of course, this is a highly technical work. However, 
it is well done and will serve as an important resource to 
clinical departments, clinical administrators, and quality as- 
surance officers and staff. 


LLOYD I. SEDERER, M.D. 
Cambridge, Mass. 


The Chief Resident as Manager, by Neal Whitman, M.P.A., 
Ed.D., Elaine Weiss, Ed.D., and Lawrence Lutz, M.S.P.H., 
M.D. Salt Lake City, Department of Family and Preventive 
Medicine, University of Utah School of Medicine, 1988, 143 
pp., $16.00 (spiral-bound paper). 


For many, chief residency is a trial by fire. When the fire 
gets intense, some how-to literature would be a help. In the 
little that is written on how to be a chief resident, the em- 
phasis has been on the highly variable nature of this job, the 
lack of training for it, and the ambiguity of job descriptions, 
when job descriptions exist at all (1). Even though about 
70% of the chief resident’s time is spent in administration, 
virtually no training in administration is provided (2). 

Attempting to remedy this dearth of information, the au- 
thors of The Chief Resident as Manager have drawn a useful 
parallel between the work of a chief resident and that of a 
mid-level manager and describe in explicit detail what they 
see as the specific managerial functions of a chief resident. 
The strength of their work is that while elaborating this man- 
agerial and task-oriented approach, they still address suffi- 
ciently the all-important and complex interpersonal aspects 
of the chief residency. The chief resident, they explain, acts 
like a foreman in a factory who is responsible to higher levels 
of authority and yet is still one of the workers. The authors 
offer specific management strategies for the chief resident 
who is learning this complex role, so that the book is actually 
a compendium of management strategies adapted for the 
chief resident. Chapters such as “Developing Your Game 
Plan,” “Managing Time,” and “Resolving Conflict” begin 
with case examples and then develop relevant managerial 
concepts and interpersonal strategies. 

For example, in “Delegating Work,” the authors describe 
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an inefficient chief resident who brings home an excessive 
amount of work. He finds that the work interferes with his 
personal time and feels overwhelmed by his responsibilities. 
According to Whitman, Weiss, and Lutz, the solution for this 
resident is to use definite techniques for getting others to help 
with the workload. They describe-six steps for effective del- 
egation: 1) Describe the framework of the assigned task. 2} 
Describe the desired results. 3) Identify available resources. 
4) Ask for commitment. 5) Ask for initial ideas. 6) Agree to 
a timetable and an evaluation plan. A self-evaluation ques- 
tionnaire at the end of this chapter challenges readers to 
assess their abilities to delegate. 

Interpersonal! skills are vital to the chief resident. In “De- 
veloping Your Game Plan” the authors advise assessment of 
personal style in dealing with people: 


In working with others, it is important to understand 
some things about yourself. What are your strengths 
and weaknesses? What situations bring out the best in 
you? How well do you communicate with others? In 
order to answer some of these questions, we believe it is 
important for you to look at how you communicate 
with others. It is also important for you to consider how 
other people communicate with you. 


“Giving Feedback” is an instructive chapter on building 
team cohesion and encouraging competence. The authors 
advocate an interactive process aimed at educating workers 
and reinforcing their adaptive skills. 

The book refers to most of the last decade’s literature on 
the chief residency and incorporates the authors’ own expe- 
riences working in seminars for chief residents. For instance, 
in “Developing Your Game Plan,” the authors cite survey 
data from nearly 1,500 residency programs indicating that 
the top three priorities of chief residents are building team- 
work, delegating duties, and giving feedback. They have used 
these concepts in developing a 2-day course for chief resi- 
dents as managers at the University of Utah School of Med- 
icine and continually highlight them throughout the text. 

Unfortunately, missing from the book is a discussion of the 
ways in which staff dynamic processes affect the work of 
the chief resident and how they can be modified by the 
chief resident. Green (3), writing mostly about psychiatric 
chief residents, described the chief resident as a transference 
figure: 


[The chief resident is] a necessarily ill-defined figure 
whose ambiguity is the product of conscious and un- 
conscious projections and distortions on the part of 
members of the residency training program. This de- 
scription implies a widespread wish among staff mem- 
bers to transform the chief resident into a powerful 
transference figure so that he may fill this need within 
the therapeutic milieu. 


Role expectations can drive the success or failure of a chief 
resident and are important concepts that complement the 
work developed in The Chief Resident as Manager. 
Perhaps the greatest strength of this book is that both the 
managerial techniques and interpersonal skills discussed here 
are applicable to chief residents in any specialty. Senior res- 
idents who read this book before taking on the job of chief 
resident will probably feel better prepared for their work. 
This book tells you how to get the job done and how to use 
your own style to do it. It will prove a useful guide for those 
chief residents who enter the job with little preparation, high 
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expectations, and great responsibilities. For psychiatric chief 
residents, it will be important te supplement this book with 
literature on staff dynamic issues. It would also be well for 
staff to read this book in order to understand and, at least, 
not work against what the chief resident is doing. 
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Consent and the Incompetent Patient: Ethics, Law, and Med- 
icine, edited by Steven R. Hirsco and John Harris. London, 
Gaskell (Washington, D.C., American Psychiatric Press, dis- 
tributor), 1983, 96 pp., £7.50 (paper). 


This book transcribes a meeting of the Royal Society of 
Medicine held in December 1985 concerning patient consent 
to treatment and research. The participants were responding 
to a document entitled Consent to Treatment, which was 
issued by the British Mental Health Commission in 1985. 
Consent and the Incompetent Patient includes presentations 
by a member of the British Mental Health Commission as 
well as by professionals with expertise in the areas of law, 
ethics, medicine, psychiatry, anc geriatrics. Transcriptions of 
the discussions following the presentations are also included 
in the book. 

What makes this book interesting may very well stem from 
the point of departure in 1776 between British and U.S. law. 
British law derives its foundation from its common law her- 
itage. U.S. law has not only retained the British common law 
foundation but has adopted a rights-based model through 
the Bill of Rights and subsequent Constitutional amend- 
ments. The common law crime of committing battery upon a 
patient who cannot give a competent consent is the core issue 
of this conference. Another interesting point is that do-not- 
resuscitate orders, durable power of attorney, and living 
wills as used in the United States are essentially nonexistent 
in Britain due to the operational effects of the British medi- 
cal-legal system. Despite the operational differences between 
the British and U.S. systems, physicians in both settings face 
conflicts between the ethical dictum to treat those who are in 
need and the legal rights that interfere with this treatment in 
those who are incapable of providing consent. Although the 
conundrum posed by this conflict has been problematic for 
U.S. physicians for a considerable time now, this difficulty 
has become an area of increasing ethical concern for our 
British counterparts. 

The multiauthor structure of this book creates an uneven- 
ness in readability. Although rhe clinical-ethical problems 
highlighted will strike a resonant chord in most readers, 
Consent and the Incompetent Fatient will likely appeal only 
to a highly selected readership—those interested in compar- 
ative law and ethics in medicine. Therefore, unless one is 
deeply interes-ed in the nuances of evolving British law, this 
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book best remains on the shelves of a library because it will 
not significantly add to one’s general understanding of med- 
ical ethics. 


GREGORY B. LEONG, M.D. 
Los Angeles, Calif. 


Ethics and Psychiatry: Toward Professional Definition, by 
Allen R. Dyer, M.D., Ph.D. Washington, D.C., American 
Psychiatric Press, 1988, 168 pp., $32.00. 


In this important book, psychiatrist-philosopher Allen 
Dyer attempts a fundamental reexamination of what passes 
for ethics in our specialty. He has surveyed the field and 
found it wanting. Dyer contends that in narrowly pursuing 
an ideal of objectivity and universality in moral analysis, 
contemporary bioethics has divorced ethical action from its 
human context. Thus, he states, bioethics often has a “par- 
adoxically dehumanizing effect on medical, practice” and 
has attempted to establish itself as “a rival rather than a 
coordinate [clinical] discipline” (p. 5). Against this dominant 
trend, Dyer advocates the application of Michael Polanyi’s 
“post-critical” philosophy. For Polanyi, the ideal of objec- 
tive, completely specifiable knowledge is not only unattain- 
able but positively misleading. Instead, he speaks of the un- 
avoidably subjective component of all knowledge, that all 
we know is known personally and not simply abstractly or 
objectively. 

Because of this novel philosophical perspective, psychia- 
trists will find that Dyer’s book reads more like a clinician’s 
guide than a philosopher’s treatise. The author is less con- 
cerned with careful logical analysis than with human under- 
standing. Accordingly, there is no list of principles of medical 
ethics here from which one deduces ethical conduct. Instead, 
the book engages the long list of ethical issues facing psychi- 
atry from a different perspective. The relatedness and inter- 
dependence of persons are stressed more than their auton- 
omy. Virtues are emphasized more than principles. Rather 
than replacing the Hippocratic Oath as an ourmoded relic, 
we are advised to continue to learn from its wisdom. Altru- 
ism and idealism are proposed as concepts fundamental to a 
comprehensive moral vocabulary. The values of public ser- 
vice and personal care are advocated as foundational to psy- 
chiatry’s status as a profession. 

The philosophically sophisticated reader will find this 
book more evocative than definitive. The author’s analysis, 
although highly suggestive, is unsystematic. As a result, those 
schooled in contemporary bioethics will find it frustrating. It 
is not tightly reasoned and provides few specific answers. 
Particularly disappointing is Dyer’s failure to incorporate the 
seminal work of Alasdair MacIntyre (1), whose elegant cri- 
tiques of modern moral philosophy would have provided an 
excellent resource for this project. 

For practicing psychiatrists who daily live with the ambi- 
guity and complexity of clinical work with patients, this 
book will provide wise counsel. It is refreshing to spend time 
with this book, whose author obviously possesses a clini- 
cian’s mind and, even more, a clinician’s heart. Ethics and 
Psychiatry deserves wide readership in our profession. It pro- 
vides needed balance to the hegemony of the abstract, ra- 
tionalist school in contemporary bioethics. 
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SCHIZOPHRENIA 


Schizophrenia and Aging: Schizophrenia, Paranoia, and 
Schizophreniform Disorders in Later Life, edited by Nancy 
E. Miller and Gene D. Cohen. New York, Guilford Press, 
1987, 367 pp., $40.00. 


Mr. Y was admitted to Saint Elizabeths Hospital in 1928 
while serving in the Navy. His hospitalization was precipitated 
by an evaluation at sick call for sluggishness that revealed 
marked unresponsiveness and verbalization of odd comments. 
He was given a diagnosis of dementia praecox. The following 
represents his mental status examination on admission. 

Appearance and behavior. Moves slowly into the room 
and sits as far from the examiner as he can. Looks at floor or 
ceiling and has an unconcerned, inadequate manner. Only 
speaks in answer to a question. 

Emotional response. Dull, washed-out facial expression; 
very flattened affect. 

Verbalization. Stream of talk is meager, retarded, yet at 
times relevant and coherent; his answers are given slowly 
and in a low-toned voice only after he ponders each question. 

Thought content. Retardation of thought; has no suicidal 
ideation; voices no complaints; says no one has it in for him; 
no hallucinations are elicited. 

Sensorium and cognition. Not interested in environment; 
oriented to date, place, and person; memory sporadically 
incorrect for both recent and remote events; correctly an- 
swers questions like naming largest river in this country, who 
is President; adds, subtracts, and multiplies accurately; says 
he is not sick but “I don’t know” if Saint Elizabeths is the 
correct place for him. 

In 1988, 60 years later, Mr. Y was 80 years old and had 
been a patient at Saint Elizabeths Hospital continually since 
1928. His mental status examination at that time was as 
follows. 

Appearance and behavior. Neatly self-dressed, enters ex- 
amination room and sits away from the examiner. Stares at 
the floor, never making eye contact with the examiner. 
Speaks only in answer to a question. Clinicians report that he 
has no relations with other patients, and he initiates conver- 
sation with only one member of the staff, Mrs. A. Day is 
spent on the grounds observing cars about which he is quite 
informed. The only behavior that causes considerable con- 
cern is his very skilled picking of locks. 

Emotional response. Flattened expression can be broken 
at times with considerable anger. 

Verbalization. Most answers are one to three barely audi- 
ble words after some delay. When angry, he is loud and will 
emit a barrage of modern-day profanities. 

Thought content. Nothing elicited. Behavior does not sug- 
gest hallucinations. 

Sensorium and cognition. Oriented to date, place, and per- 
son. Aware of staff and patient changes on the ward and will 
ask Mrs. A what has happened to a person no longer on the 
ward. Can handle simple mathematical tasks. Doesn’t be- 
lieve that he is mentally ill, but does want to remain at Saint 
Elizabeths. 
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For a person with schizophrenia, how typical has the aging 
process been in the case of Mr. Y? Schizophrenia and Aging 
brings together what is known anatomically, physiologically, 
biochemically, pathologically, and psychopathologically 
about the course of these patients as well as clarifying what 
new studies are needed. 

Even while granting that patients with schizophrenia con- 
stitute a heterogeneous population with a very broad range 
of outcomes, we can state some generalities that hold. The 
chapter by Winokur et al. in this book discusses the lowa 
500 study, which found that first-rank signs (bizarre behav- 
ior, depressed mood, and grandiose delusions) decrease with 
age, whereas avolitional and cognitive deficits get signifi- 
cantly worse. In other words, there is a decrease in positive 
signs and an increase in negative signs. Positive signs are 
made worse by overstimulation, whereas negative signs are 
made worse by an impoverished social environment. Other 
studies found the cognitive deficits of schizophrenia over 
time to be independent of age, years of hospitalization, 
amount of ECT received, or amount of medications received. 
Separate chapters by Lamb and Harding report that de- 
creased pressures in patients’ later years are often associated 
with stabilization and a functioning at their highest level. A 
number of studies have shown that these patients have a 
significantly higher mortality rate than “normal” persons 
but that they may be less prone to cancer. 

In addition to presenting studies describing the typical per- 
son with schizophrenia, Miller and Cohen include in this 
book papers on late-onset schizophrenia, an entity that 
emerged in U.S. psychiatry with DSM-III-R. The compre- 
hensive Schizophrenia and Aging ends with four chapters on 
the treatment of the elderly patient with schizophrenia. 

Since some symptoms of the aging process may be difficult 
to distinguish from schizophrenic symptoms, this book’s 
summary of findings and suggested directions for research 
are important and germane to those wanting an understand- 
ing of schizophrenia. 


ROGER PEELE, M.D. 
Washington, D.C. 


Delusional Beliefs, edited by Thomas R. Oltmanns and Bren- 
dan A. Maher. New York, John Wiley & Sons, 1988, 352 
pp., $37.95. 


Psychiatrists talk about delusions but do not necessarily 
think about delusions. This book offers theories as to how 
the mind produces delusions. The editors’ strategy is to ex- 
amine the symptom teased away from the various diagnoses 
in which it appears. 

The American Psychiatric Glossary (1) defines delusion in 
two short sentences, and the psychiatrist on the go might boil 
it down to three words: unshared false beliefs. Olrmanns and 
Maher raise the caution of what they call the “Martha Mitch- 
ell effect.” That unfortunate woman’s belief that the White 
House was darkened by illegal activity and that her husband 
was collaborating with it was dismissed as delusional—until 
the Watergate scandal was exposed. 

Oltmanns and Maher find many definitions of delusion 
(including those in DSM-III) to be wanting. With their con- 
tributors, they offer thoughtful and complicated alternatives. 
The editors downplay their own ideas so as not to shift the 
spotlight from their contributors. When it is all over, there 
are no firm answers but, instead, a call for further data and 
scholarly inquiry. 
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The editors review the literature on delusion and find four 
principal theories of causation that have attracted followers. 
One belief is that a personality trait is the culprit, such as 
Freud’s theory that paranoia is generated by unconscious 
homosexual desires. Another theory implicates faulty think- 
ing or information processing. A third implicates poor social 
skills with resultant isolation and lack of social feedback. 
The fourth, ascribed to by Maher, sees delusions as logical 
explanations for anomalous subjective experience. 

This book’s strength lies in its presentation of interesting and 
provocative theoretical arguments. For example, Maher states 
that the thought processes which keep an individual with 
chronic schizophrenia glued to a pet delusion are fully compa- 
rable to the thinking of a scientist who repeatedly ignores new 
data contradicting a pet scientific theory. Maher believes that 
neither the schizophrenic patient nor the scientist has more dis- 
ordered thoughts than the other; instead, both are attempting 
to make sense of their unique experiences. 

I found some of the book’s ideas to bypass the complexity of 
the real world. For example, as an argument for the idea that 
delusions may be culture bound, Oltmanns cites the fact that in 
the Soviet Union, dissidents are hospitalized for “reformist de- 
lusions” which we in the United States would not consider 
delusions at all. My suspicion, however, is that the majority of 
psychiatrists in the U.S.S.R. disagree with these diagnostic 
shams but are too frightened to voice their opinions. 

Most of the contributors to this book are academic psy- 
chologists, reflected in part by their being more interested in 
nonpsychoanalytic aspects of theoretical psychopathology 
than are psychiatrists (at least in the United States). One 
chapter by psychiatrists, which deals with treatment, parts 
from the editors’ philosophy of studying the delusion apart 
from the diagnosis. This chapter describes varying treat- 
ments for varying diagnoses, and rightly so. Even though the 
book was published in 1988, this chapter has no citations 
past 1985 and is mysteriously obsessed with pimozide. 

The book is not easy for either the casual reader or the 
clinician looking for a quick overview in a 10-minute break 
between patients. There is a lack of tight editing and an 
anemic subject index. The chapters average 20 pages, and 
only some have the helpful summaries that most journals 
insist on for their articles. 

The book does not answer many of the questions it poses; 
some may find this a disappointment, others an inspiration 
to further inquiry. Those with an interest in theoretical psy- 
chopathology who are already familiar with or interested in 
the current literature on delusions should have the greatest 
interest in this book. It would be a worthy addition to a 
reading list in a doctoral level course in psychopathology. 
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Clinical Research in Schizophrenia: A Multidimensional Ap- 
proach, edited by Roy R. Grinker, Sr., and Martin Harrow. 
Springfield, Ill., Charles C Thomas, 1987, 418 pp., $60.50. 


This is a seminal work by a group of outstanding clinical 
researchers and scholars of schizophrenia. It represents a 
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model and standard for thoughtful research into some of the 
cardinal psychopathological and cognitive features of schiz- 
ophrenia, its course, prognosis, and outcome. It also repre- 
sents the rich harvest from a large, multidisciplinary, longi- 
tudinal research program, the Chicago Follow-Up Study, 
conducted under the leadership of Grinker and Harrow, and 
includes an excellent review of this study at the University of 
Chicago. Although its specific focus is the study of schizo- 
phrenia from several different vantage points (broad and nar- 
row concepts of schizophrenia and short- and long-term out- 
comes), it has as a broader goal to integrate diverse theories 
and approaches to the human mind and abnormal psychic- 
cognitive functioning as represented by schizophrenic abnor- 
malities. In working toward this goal, the book successfully 
transcends at times the boundaries of schizophrenia and 
presents behavioral data on a number of other psychotic and 
nonpsychotic disorders. 

The book is well organized and articulated in a conceptu- 
ally clear fashion, reflecting the overall research plan and 
coherence of the research program. Part one presents the 
theoretical underpinnings and methods of the research. Ev- 
ery student of schizophrenia is confronted with the task of 
integrating in some coherent way the many behavioral, psy- 
chological, cognitive, and biological deficits found in this 
complex group of disorders. Grinker proposes in a convinc- 
ing fashion the use of a general systems theory approach to 
accommodate all the findings. His research approach to the 
manifestations and mechanisms of schizophrenic dysfunc- 
tions is highly specific and simultaneously complex. Al- 
though the etiological theories regarding the underlying bi- 
ological factors in schizophrenia are relatively unspecific, 
Grinker’s investigation of the behavioral, psychological, and 
cognitive deficits in schizophrenia shows a high degree of 
details and appreciation of the complexity of the underlying 
mechanisms. However, the wish to create order out of this 
multitude of findings by postulating one single underlying 
predominant dysfunctional mechanism does not do justice to 
the disparity of cognitive, perceptual, and integrative dys- 
functions in schizophrenia. 

Part two covers diagnosis and the Chicago Follow-Up 
Study and some cardinal psychopathological manifestations. 
It contains M. Silverstein’s classic challenge of the pathogno- 
monic status of Schneider’s first-rank symptoms for schizo- 
phrenia. Also included is P. Holzman’s early studies of 
abnormal-pursuit eye movements with their genetic implica- 
tions. M. Harrow’s study of anhedonia, a negative symptom, 
across several diagnostic categories not only provides an- 
other example of. careful phenomenological study but also 
opens the hypothesis for a continuum concept for some of 
the so-called schizophrenic symptoms across diagnostic 
boundaries. In further studies of the relationship between 
anhedonia and other psychopathological characteristics, 
Harrow’s group found a significant relationship with depres- 
sion. Our own group found a similar relationship of the 
negative syndrome with depression in young patients with 
acute schizophrenia (1). 

Part three presents careful and interesting studies on dis- 
ordered cognition in schizophrenia. Longitudinal studies of 
schizophrenic thought disorder show a biphasic course. Se- 
vere positive thought disorder during the acute phase is not 
associated with poor outcome, but it is linked to later poor 
outcome when present in the postacute phase. Furthermore, the 
presence of positive symptoms such as positive thought disor- 
der, delusions, and/or hallucinations after the acute phase of 
hospitalization seems to separate out a more severely disor- 
dered subgroup of schizophrenic patients with poorer outcome. 
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Overall, a number of studies show the presence of more severe 
overall level of thought disorder, including bizarre idiosyncratic 
thinking, in schizophrenic patients than in patients with other 
psychoses. Schizophrenic patients with a high degree of thought 
disorder also seem to be unable to appreciate the social appro- 
priateness of their own verbalizations, which points to an im- 
paired self-perspective in these patients. 

Part four includes studies on prognosis, course, and out- 
come. In carefully conducted prospective longitudinal stud- 
les, a majority ($5%) of the schizophrenic patients studied 
showed a negative outcome, with either poor functioning in 
most areas or an episodic course with deterioration. Only 
21% showed continuously good outcome or an episodic 
course with improvement. These results are not dissimilar 
from those of other major outcome studies (2, 3), Schizo- 
affective patients show outcomes that are intermediate be- 
tween those of schizophrenic patients and patients with af- 
fective disorder. Predictors for good outcome include acute 
onset, good previous work history, advanced education, 
higher IQ, and older age. Most of these predictors relate in 
one way or another to cognitive intactness, which may be 
one of the underlying pathogenic factors influencing the 
course of schizophrenia. 

One of the book’s important strengths is its focus on the 
study of young patients with nonchronic schizophrenia in the 
early stages of their illness together with careful longitudinal 
follow-up investigation. Another strength is its detailed use 
of phenomenological investigations, although the newer at- 
tempt to classify positive versus negative symptoms is only 
partially reflected in the studies reported. The phenomeno- 
logical strength of these studies constitutes their limitation as 
well. Ultimately, phenomenology needs to be tied to under- 
lying biological mechanisms or biological markers in order 
to yield hypotheses and explanations regarding pathogenesis 
and etiology. Few researchers in schizophrenia have been 
able to make that connection in a valid and reliable fashion. 
To criticize these authors for this limitation, therefore, is 
perhaps premature. In all, this book belongs on the shelf of 
every serious student of schizophrenia. 
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PSYCHOANALYSIS 


Freud’s Theory of Psychoanalysis, by Ole Andkjaer Olsen 
and Simo K¢ppe; translated by Jean-Christian Delay and 
Carl Petersen. New York, New York lene Press, 1988, 
447 pp., $42.00. 


This book, written by two research associates in the Psy- 
chological Laboratory of the University of Copenhagen, is in 
my opinion mistitled. It should read Our New Idtosyncratic 
Rereading of Freud’s Psychoanalysis, Modeled After Lacan’s 
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Return to Freud. The authors begin with a lengthy first sec- 
tion in which they present a theory containing a vast number 
of sociological and historical generalizations that may or 
may not be true. The following statements are examples. “It 
seems necessary to suppose that when psychoanalysis arises 
as a ‘new’ theory of the subject, it does so because society has 
in fact given rise to a ‘new’ subject” (p. 5). “We assume that 
the influence of this educational philosophy led to the ap- 
pearance of a new psychological personality structure” (pp. 
10, 11). “There is also evident correlation between the evo- 
lution of the sphere of production and the mechanistic sub- 
ject concept” (p. 17). “Most psychoanalysts are politically 
conservative” (p. xxi). “The monotonous nature of the 
housewife’s tasks, the intensified care of children, the neces- 
sity of being at close quarters all day, the absence of the 
father from the home, all contributed to establish what could 
be called a frictional sexuality between these subjects [house- 
wives and children]. In short, the sphere of intimacy gener- 
ated increasing amounts of nervousness and irritability, not 
to mention the binding of heightened emotional and imagi- 
native activity” (p. xvii). This last quotation also gives the 
flavor of the translation. 

The issue at hand is not whether these generalizations, 
which sound like popular sociology or popular psychology 
and which fill the first part of the book, are correct but that 
no evidence is given for innumerable contentions of this na- 
ture. We are asked to accept the authors’ orientation and 
their declarations. I am not qualified to judge sociological 
treatises, but I suspect that many experts in that field would 
not agree with the sweeping delineations of eras and trends 
in sociology and political history offered by the authors. Fur- 
thermore, I think Freud would not agree with their basic 
contention that sociological conditions produced new sub- 
jects; this is certainly a long way from his primarily intra- 
psychic theory of drives, conflicts, and defenses and the re- 
sultant compromise formations, which he considered to be 
universal and historically similar in the human psyche 
regardless of the economic, political, and sociological cir- 
cumstances. Indeed, in “Civilization and Its Discontents” 
(1), Freud was specifically skeptical of Marxist political the- 
ory, which purported to produce a new human subject by 
changing the means of production, and referred to aggres- 
sion as an “indestructible feature of human nature” (p. 114). 

The reason this issue is so important is that the entire 
rereading of Freud by the authors, in the spirit of Lacan’s 
“return to Freud,” is based on their stated attempt to replace 
or supplement Freud’s phylogenetic explanations in many 
areas with “‘sociogenetic” explanations—explanations based 
on the social history of the subject through the past centuries 
rather than its biological history (p. xvii). The authors do not 
convince the reader that the speculations and generalizations 
on which their social history of the subject is based are any 
more valid than Freud’s biological (or pseudobiological) and 
phylogenetic speculations and assumptions. They also do not 
demonstrate that their rereading of Freud would be any more 
acceptable to Freud himself than would that of Lacan. They 
admit that their book is not for beginners, and that is why | 
fret that it is mistitled; it really belongs in a course on Freud 
and philosophy. I doubt that it would be helpful or interest- 
ing to the average practicing psychiatrist who turned to it for 
clinical understanding or for an elucidation of Freud’s prac- 
tice of psychoanalysis. Indeed, the authors tell us, again with- 
out supporting argument, that “if we focus our attention on 
psychoanalysis as a therapeutic method of treatment for neu- 
rotic afflictions, then we find that its results are not particu- 
larly uplifting” (p. xxi). 
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The four remaining sections of the book, which are much 
longer than the first, describe Freud’s published work and 
even his life from the authors’ sociogenetic standpoint. On 
the whole, their review seems adequate enough, although of 
course in such a long book there are bound to be statements 
that a reader would disagree with. For example, we are told 
that Stekel’s work “contains the seeds of a theory of the 
death wish, anticipating an aspect of Freud’s theory of the 
death drive” {p. 137), a contention that, in my opinion, con- 
fuses the concept of a death wish with Freud’s entirely dif- 
ferent concept of a death instinct. In general, the authors give 
Stekel far more credit for originality than he deserves. As 
another example, in their discussion of the phallic phase of 
development and the Oedipus complex there is a curious lack 
of emphasis on the sexual or libidinal thrust of that situation 
and a repeated tendency to describe the sadistic, power- 
seeking, or “mastery of the mother” (p. 295) aspects. Along 
with a number of references to domination and control in the 
phallic phase (pp. 273, 391, 392), we are given the authors’ 
own rather different theory of sexuality (p. 367), which is not 
clearly differentiated from that of Freud. Indeed, in the last 
100 pages of the book, on the genesis and the structure of the 
subject, to use the authors’ terms, it seems that they are using 
Freud’s work as a springboard to describe their own theories. 

The authors describe the famous case histories of Freud 
thinly, concentrating mainly on the dynamics involved and, 
consistent with their lack of concern with psychoanalysis as 
a treatment, presenting little on the many important issues of 
clinical practice that have filled the literature on Freud’s case 
histories and are of current interest to the practicing psychi- 
atrist and psychoanalyst. Their review invites comparison 
with Gay’s biography of Freud (2) and with many other 
books on Freud, including my own (3), in which the human 
interaction anc clinical practical issues are placed in the fore- 
ground of Freud’s psychoanalysis. 

Here and there some of the authors’ comments on Freud’s 
work are questionable or misleacing. For example, they seem 
to miss the crucial point of Freud’s early work on aphasia in 
their discussion of the subject (p. 328), which was not only 
his concept of separate systems of word presentations and 
thing presentazions but also his idea that in pathology the 
normal connection between werd presentations and thing 
presentations is severed. Freud carried over this crucially im- 
portant notior. from his organic studies on aphasia to his 
subsequent metapsychological conceptualizations of neuro- 
ses and psychoses. The authors’ discussion of the death in- 
stinct (p. 355) confirms their confusion of death wishes with 
Freud’s metaphysical concept of a death instinct. The discus- 
sion of female sexuality misses Freud’s chronic ambiguity 
and ambivalence on the subject, again inviting comparison 
with Gay’s bicgraphy (2), and iz adds what I found to be a 
puzzling comment that both the boy and the girl think that 
the penis is more sexually sensitive than the girl’s organ (p. 
391). 

The overall problem with this book, which clearly repre- 
sents a strenuous and sincere effort, is that it covers too many 
areas of highly controversial theory in too many disciplines 
and blurs the distinction between Freud’s admittedly more 
naive nineteenth-century orientation to science and current 
postmodern philosophy and science. It also does not clearly 
distinguish between Freud’s repeated definitive statements 
that his psychoanalysis was a natural science and many con- 
temporary readings of Freud, with which I am sure he would 
have been in great disagreement. This makes it unsatisfactory 
for those who wish a clear exposition of Freud’s theory of 
psychoanalysis and very hard going for the reader who is 
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unfamiliar with current trends in Continental philosophy 
and current controversies about the return zo Freud. By try- 
ing to cover sociology, history, general psychiatry, philoso- 
phy, and psychoanalysis all at once, the authors render them- 
selves vulnerable to confusion and misunderstanding and are 
prone to oscillate between superficial or thin presentations 
and highly technical discussions, which tend to jolt the 
reader back and forth. Also, in such a voluminous coverage 
there are inevitable superficial judgments, such as their state- 
ment that Leibniz is “known primarily for his theory of 
monads”’ (p. 29), which a philosopher would consider quite 
misleading. Examples are their definition of Leibniz’s 
monads as “infinitesimal particles” (p. 29), which a philos- 
opher would state is simply wrong, and their claim that 
Nietzsche and Schopenhauer did not influence Freud (p. 24), 
which a historian or philosopher carefully reading Freud’s 
work or studying his life would consider incorrect. There- 
fore, I cannot recommend this book to psychiatrist readers. 
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Freud: Appraisals and Reappraisals, vol. 2, edited by Paul E. 
Stepansky. Hillsdale, N.J., Analytic Press, 1988, 200 pp., 
$29.95. 


Freud: Appraisals and Reappraisals, vol. 3, edited by Paul E. 
Stepansky. Hillsdale, N.J., Analytic Press, 1988, 201 pp., 
$29.95. 


The appraisals and reappraisals in these books are of 
Freud himself more than his theory, biography more than 
clinical technique. When most successful, they enlarge our 
understanding of Freud’s character and motivations and the 
effect of these on his output. Volume 1 (1) contained often 
fresh and exciting essays that reflected Freud in new and 
interesting ways; the best of the new papers in volumes 2 and 
3 continue that tradition. None of the authers under review 
is a psychiatrist, and at times one may feel removed from 
psychological issues, adrift in dry academic theses. Each vol- 
ume contains three papers. One book succeeds but the other 
fails in bringing Freud and his work to life. 

Volume 2 begins ominously. Peter Homans’s lengthy, 
wordy, poorly written, weakly reasoned essay seeks to ana- 
lyze Freud with an awkward mix of self psychology and 
sociological theory. In “Disappointment and the Ability to 
Mourn: De-Idealization as a Psychological Theme in Freud’s 
Life, Thought, and Social Circumstance, 1904-1914,” 
Homans reformulates a period of Freud’s life as a series of 
mergers with and de-idealizations of self-objects: Adler, 
Jung, Michelangelo and Moses, various essays and ideas, 
Rome, Judaism, etc. Attempting to follow Kohut (2), 
Homans uses de-idealization and other self psychological 
concepts mechanically and universally. He scarcely adds to 
the established understanding that Freud’s involvements 
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were often intense and ambivalent. Such use of jargon de- 
forms more than it informs. Homans indulges in the com- 
mon excesses of psychohistorical extrapolation with insuffi- 
cient apology and with scant result. Editor Paul Stepansky, 
who opens the book with a valiant vanguard defense of this 
piece, would perhaps have done better to edit it more firmly. 
I regret to report (but it is irresistible) that the reader quickly 
de-idealizes this tiresome essay. 

By contrast, Richard Geha writes in a spare, lucid style. 
His “Freud as Fictionalist” is the bright note of this volume. 
Neatly reviewing the Freud-as-artist literature, Geha argues 
persuasively that Freud was a cryptonovelist, even providing 
evidence that Freud himself, despite his emphasis on a sci- 
entific stance, acknowledged this in later life. Midway 
through the essay, however, Geha shifts his energies to dem- 
onstrating, after Nietzsche, Vaihinger, and others, that all of 
human experience is subjective and hence fictive. This famil- 
iar epistemological stance undercuts his earlier exposition of 
Freud’s particular genius as a writer. The shift from bio- 
graphical specifics to philosophical generalities may disap- 
point readers interested in Freud’s creative literary approach 
to his case material. 

Patricia Herzog’s brief “The Myth of Freud as Anti-Phi- 
losopher” bears a lackluster resemblance to Geha’s paper. 
Like Geha, she uses the case history of the Wolf Man and 
other texts to unmask Freud the scientist, this time as phi- 
losopher manqué. This is hardly news: Freud’s ambitious 
genius encompassed clinical, scientific, artistic, humanistic, 
and philosophical interests. Emphasizing his scientific role 
was a political necessity, crucial to Freud and to followers 
like Ernest Jones to win clinical acceptance of psychoanalytic 
treatment. It is as naive to take literally Freud’s insistence 
that he was simply a scientist as to assume that Jones’s bi- 
ography is unbiased. By arguing with Freud and Jones 
against his selectively scientific posture, Herzog perpetuates a 
specious dichotomy between artists and humanists. Clearly 
Freud was both, transcending categories. Herzog catalogs 
Freud’s unflattering references to philosophy, then abandons 
the position that he was an antiphilosopher to remark that 
“Freud’s attitude toward philosophy was subtle and com- 
plex” (p. 182). Would that her argument were so. On bal- 
ance, volume 2 is a disappointment. 

Volume 3, however, shimmers with intellectual light. John 
Kerr’s “Beyond the Pleasure Principle and Back Again: 
Freud, Jung, and Sabina Spielrein” is a novel, skillful argu- 
ment by analogy and allusion. Kerr explores Freud’s devel- 
opment of the still puzzling death instinct as a response to 
theories advanced some 8 years earlier by his rival Jung in 
Transformations and Symbols of the Libido (1911—1912) by 
using Spielrein’s “Destruction as a Cause of Coming Into 
Being” (1912). Kerr’s explanation is unprovable but con- 
vincing. Even those skeptical of his conclusions will find this 
elegant essay worthwhile for connecting these texts and par- 
ticularly for illustrating the interpersonal forces that shaped 
all three works by the authors in this psychoanalytic triangle. 

A difference that speaks volumes: whereas Herzog’s paper 
simply listed Freud’s antiphilosophical citations, Kerr also 
shows Freud attacking philosophy but interprets this as a 
reprisal against Jung’s theoretical and spiritual aspirations, 
insightfully demonstrating the importance of metapsycho- 
logical infighting on Freud’s theorizing. The exploration of 
Freud’s motivations and personal stake in his theory adds 
another dimension to reading Freud’s work. 

I anticipated the return (from volume 1) of the irrepress- 
ible Peter Swales with pleasure. His scrutiny of Freud’s early 
case material is gradually redefining the origins of psycho- 
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analysis. “Freud, Katharina, and the First ‘Wild Analysis’ ” 
is a tour de force, a genuine reappraisal of Freud’s clinical 
data based on painstaking research. As he did in volume 1, 
Swales brilliantly reconstructs an early “analysis,” at once 
supporting and undermining the original case history. He 
reveals the identity of Katharina in Studies on Hysteria (3), 
recreating her history of present illness and contributing fam- 
ilv history, outcome data, and photographs to boot. 

Swales shows the importance of suggestion, intentional 
and otherwise, in Freud’s early treatment and the master’s 
selective, tendentious approach to data to justify his a priori 
assumption of sexual etiology. Swales does not hesitate to 
play analyst to the Analyst, making provocative yet often 
convincing interpretations. The bad boy of Freud scholarship 
ends one of his many long footnotes with the parenthetical, 
“Am I not the only true Freudian?” (p. 154). He is chock-full 
of fascinating speculations, anecdotes, asides, unfinished 
projects, trivia, and other delicious tidbits. Although not a 
clinician, he is a gifted writer with good psychological in- 
stincts. His naughtily playful prose continues to gleam, yet he 
is less manic, less voluble, and less distractible than he has 
been. His paper is an achievement. 

Robert Holt’s concise “‘Freud’s Adolescent Reading: Some 
Possible Effects on His Work” concludes volume 3 with 
thoughtful book reviews of three ‘‘notorious” (p. 168) best- 
sellers that Freud and his friends informally studied as teen- 
agers. These are intriguing anticipations of Freud germinat- 
ing in the mid-nineteenth century. Holt makes a good case 
for the influence of Buechner’s scientific materialism and 
Feuerbach’s and Strauss’s renegade theologies on Freud’s 
general outlook, specific theories, and prose style. Holt suc- 
ceeds in suggesting the experience Freud might have had 
reading these texts, thereby enhancing our understanding of 
his creative process. Volume 3 of Freud: Appraisals and Re- 
appraisals is a find for those interested in the forces that 
helped to shape Freud and his writing. 
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A Fresh Look at Psychoanalysis: The View From Self-Psy- 
chology, by Arnold Goldberg. Hillsdale, N.J., Analytic Press, 
1988, 275 pp., $29.95. 


This book is a collection of 18 published and unpublished 
essays written over a number of years by Arnold Goldberg. 
The volume is divided into four parts: Theory, Empathy, 
Character, and Clinical Papers. All of the essays reflect the 
author’s deep regard for his profession, his efforts to inter- 
nalize knowledge of many persuasions that bear on psycho- 
analytic concerns, and his intellectual involvement with psy- 
choanalytic self psychology. In the preface, Goldberg sets the 
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tone by expressing his astonishment at two opposing camps 
of self psychology: the true believers and the determined 
unbelievers. He maintains that the “easiest roads to follow 
are those of total dismissal or full-fledged allegiance; the 
most difficult is the struggle to find an appropriate place to fit 
new ideas.” On the basis of my reading, it is clear that Gold- 
berg has chosen the most difficult path. 

As I read this book, I was reminded of Kohut’s concern 
before he died that his work was being spoiled by a number 
of overenthusizstic, cliquish, arrogant self-appointed disci- 
ples who promoted his theories without grasping their mean- 
ing (1). In sharp contrast, Arnold Goldberg would seem to be 
the kind of interpreter that Kohut—or anyone else—would 
want to have: someone who clarifies and expands sometimes 
fragilely constructed ideas so that their merits might be as- 
sessed. I was also reminded of a theme that runs through 
Winnicott’s recently published letters (2). Winnicott insisted 
that ideas be expressed and discussed; they should not be put 
forth aggressively or in propagandist ways and “then de- 
fended in a way that can be called paranoid.” When ideas are 
presented in the latter style, they become unacceptable or are 
labeled dissentient no matter how legitimate and how valu- 
able their contribution. Like Winnicott, Goldberg insists that 
true believers and determined nonbelievers lack the intellec- 
tual maturity needed to advance the discipline. Intellectually 
mature advocates of new theories consider thoughtfully and 
systematically rhe psychoanalytic literature as a whole as 
well as relevant literature from other fields (scientific philos- 
ophy, semantics, linguistics, and hermeneutics). If this liter- 
ature is not considered, it is impossible to establish how a 
new theory complements, differs from, and extends what is 
already in place and, by extension, it is impossible to assess 
a new theory’s merits. 

In parts one and two of this book, Goldberg explores the 
nature of science and the relationship between empathy and 
theory. Parts three and four, by comparison, speak more di- 
rectly to the specifics of self psychology. Obviously, I cannot do 
justice to all 18 essays in the space of this review; therefore, I 
will limit my remaining comments to Goldberg’s ideas about 
the nature of science and about empathy. His writings on these 
matters awaken in the reader a professional responsibility at 
least to become familiar with self psychology. 

Goldberg maintains that those who claim total allegiance 
to a theory are simply unaware of how science progresses. 
The scientific method requires that all research be open to 
reexamination and revision in the light of new evidence. 
Continued reexamination and revision mean that research is 
both a process and a dialogue. It is a process because con- 
clusions are never considered final; it is a dialogue because it 
is a critical conversation among the minds of the past, 
present thinkers, and a multitude of professionals. Reexam- 
ination and revision should be equated not with personal 
animosity or abandonment of established theory but with 
efforts to reduce gaps in understanding. The fact that all 
knowledge is unfinished compels us to participate in the re- 
vision process because efforts to resist new ideas stifle scien- 
tific progress. The broader implication is that the psychoana- 
lytic community cannot be defined by a theory because, if the 
theory is shaken, the community is shaken as well. Further- 
more, strict adherence to a particular theory does not permit 
growth. The unifying thread must be training and a common 
sense of purpose. A healthy and vibrant community must 
contain mechanisms by which its beliefs and theory can be 
revitalized. If I am not mistaken, Goldberg offers empathy as 
the mechanism for revitalization. Empathy is “‘first and fore- 
most a method of observation.” It is a data-gathering tool: 
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“The data of one’s mind are just as available as the data of 
the physical world... . Gathering up all the cues given by 
one person to another, plus the information told to us by the 
other person, allows a shared meaning to be formed” (p. 99). 

Empathy needs to be guided by theory because observers, 
uninformed by theory, do not know what to look for. To 
explain the place of theory, Goldberg uses the analogy of 
students looking into a microscope for the first time. Stu- 
dents usually see nothing until they are given a theory and set 
of logical steps to follow. Theory, however, does not deter- 
mine the conclusions reached. To reach a conclusion on the 
basis of theory alone is bad science; rather, the data are 
accumulated to verify the theory. It is important to wait until 
all the evidence is in. Otherwise we cannot be open to the 
possibility of discovery that arises when a gap exists between 
observation and guiding theories. “The misuse of theory will 
lead to premature closure without enough data and the sup- 
posed accumulation of data without theory leads to the lack 
of selective capacity.” 

The revitalization mechanism is triggered when efforts are 
made to close the gap between observation and theory. The 


efforts may take the form of considering previously neglected 
theory or establishing a new theory to frame the observations. 

Personally, I find comfort in Goldberg’s writings. They call 
for everyone involved in psychoanalytically oriented work to 
become part of the revitalization process. Goldberg’s princi- 
ples also help us to discount the idea that empathy is all that 
is needed to “cure”: “Empathic people without analytic the- 
ory are not analysts, just as theoreticians without empathy 
cannot practice.” In my opinion this is a book that needs to 
be reread periodically because it is pleasing and stimulating 
in its complexity. 
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Cardiac Problems in ECT 


Sir: ECT is a safe and effective treatment for major de- 
pression (1). The emergence of cardiac problems accounts 
for most of the morbidity, even in individuals considered at 
low risk (2, 3). We present a case of ventricular tachycardia 
and idioventricular dysrhythmia in a man with no history of 
cardiac problems who underwent ECT for recurrent major 
depression. 


Mr. A, a 71-year-old white man in excellent physical 
health, had been treated on two previous occasions with 
ECT without complication. His only known health prob- 
lem was benign prostatic hypertrophy, for which he had 
undergone a transurethral resection 5 years before the cur- 
rent hospital admission. He was taking no medications. 
Results of a physical examination, ECG, and laboratory 
studies were unremarkable. ECT was undertaken. 

Before the first ECT, the patient received 0.3 mg of gly- 
copyrrolate, 100 mg of methohexital, 70 mg of succinyl- 
choline, and 100% oxygen. His blood pressure was 150/ 
84 mm Hg. Continuous cardiac monitoring demonstrated 
normal wave form and a heart rate of 84 bpm. Following 
application of the current, frequent premature ventricular 
contractions (PVCs), including triplets, were noted on the 
heart monitor. Mr. A’s heart rate rose to 160 bpm and his 
blood pressure to 200/140 mm Hg. Ventricular tachycar- 
dia at more than 200 bpm ensued, with blood pressure of 
240/170 mm Hg. Administration of 100 mg of lidocaine 
produced a wide-QRS complex bradycardia. The further 
administration of 0.4 mg of atropine resulted in a normal 
sinus rhythm with a rate of 96 bpm. Blood pressure nor- 
malized over the following hour. Seizure duration was 40 
seconds. 

The following changes were made in medication before 
the second ECT. Because of the patient’s anxiety, 100 mg 
of fentanyl were added, and glycopyrrolate was concom- 
itantly reduced to 0.1 mg. As prophylaxis against the re- 
emergence of ventricular ectopy, 100 mg of lidocaine were 
administered. Current was left the same, pending evidence 
that the presence of lidocaine necessitated a change. Suc- 
cinyicholine, methohexital, and oxygen were given as be- 
fore. Following the application of current, a supraventric- 
ular rate of 160 bpm again resulted, with the recurrence of 
PVCs, including triplets. Mr. A’s blood pressure rose to 
220/150 mm Hg. His heart rate spontaneously decreased 
to 30-56 bpm, with a wide-QRS complex pattern, inter- 
preted by a cardiologist as idioventricular in origin. Sei- 
zure duration was 85 seconds. Continued ventricular 
bradycardia responded to 0.2 mg of atropine, with con- 
version to a normal sinus rhythm. At the patient’s request, 
ECT was discontinued. 

Twenty-four-hour Holter monitoring obtained 72 hours 
after ECT demonstrated the occurrence of rare, asympto- 
matic singlet PVCs and atrial premature contractions. 
Twelve-lead ECG 7 days later showed no ectopy. Now 
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taking a tricyclic antidepressan-, the patient is functioning 
at his premorbid level without apparent depression or car- 
diac symptoms. 


Admittedly, life-threatening complications are rare with 
ECT. We present this case as a reminder, however, that such 
complications can occur, even in individuals considered at 
low risk (3). It is desirable, therefore, that those who admin- 
ister ECT be sk:lled at resuscitative measures and be knowl- 
edgeable about medications used to counter cardiac dys- 
rhythmias. We also note that while others (4) have found 
that lidocaine prevented adequate seizure activity during 
ECT, this was not true with our patient. 
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Adverse Psychiatric Reaction to Ketoconazole 


Sir: Adverse effects on the CNS are among the most fre- 
quently reported drug reactions (1, 2), and 3% of all patients 
receiving drug therapy may be expected to develop signifi- 
cant psychological disturbances (3). We report a case of an 
adverse psychiatric reaction to ketoconazole, a reaction 
which to our knowledge has not been previously described. 


Mr. A, a 51-year-old man, was admitted to the hospital 
for investigation of dysuria and suspected malignant cells 
in his urine (no malignancy was found eventually). His 
past medical history was unrernarkable except for urethri- 
tis, most probably gonococcal, 20 years earlier. During the 
routine admission interview, the patient mentioned that he 
had had an adverse psychiatric reaction to ketoconazole, 
and a psychiatric consultation was requested. 

The patient had no psychiatric history and had never 
experienced any psychopathological symptoms except in 
association with ketoconazole. He had no history of alco- 
holism or drug abuse. On interview he was found to be an 
extrovert with exhibitionistic and hysteriform personality 
traits. He described himself as what would be considered a 
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chronic, mild hypomanic character, with no episodes of 
depression or suicidal ideas. 

Mr. A had first used ketoconazole (for urethritis) with 
no adverse reaction. During the next several years he self- 
administered five to six 4-day courses of ketoconazole, 
400 mg b.i.d., for urethritis. Each time, 1~2 hours after 
ingesting the drug, he heard an inner voice commanding, 
“Kill yourself,” and experienced the same command as a 
visual image on an imagined screen. These persistent com- 
mands were repeated continuously for about an hour and 
were felt to be so senseless and repellent that he active- 
ly resisted them. He felt impelled to drink large amounts 
of water, the idea being to dilute the drug and lessen its 
impact. 

The whole phenomenon would disappear completely af- 
ter about an hour. The patient established the connection 
between ketoconazole and this reaction but continued to 
self-administer the drug for urethritis because he feared 
complications. 


Ketoconazole, an imidazole derivative, is a broad-spec- 
trum antifungal agent, available as oral and topical prepara- 
tions. Pharmacological studies claim that CSF penetration by 
ketoconazole is minimal, but clinical observation of side 
effects such as headaches, dizziness, somnolence, and photo- 
phobia suggests probable CSF involvement (4). Other imi- 
dazole derivatives (clotrimazole, miconazole} and the anti- 
fungal griseofulvin have been reported to cause psychiatric 
symptoms (5), but to the best of our knowledge such reac- 
tions to ketoconazole have not been previously described. 

The fundamental! problem in an individual drug reaction is 
to establish a clear cause-effect relationship between the drug 
and its adverse effect. This case fulfills the criteria for a def- 
inite relationship, namely: 1) a reasonable temporal sequence 
after administration of the drug, 2) disappearance of symp- 
toms upon stopping the drug (dechallenge), and 3) reappear- 
ance of symptoms upon repeating the exposure (rechallenge). 
The patient had no psychiatric symptoms except in associa- 
tion with ketoconazole, and the quality of his symptoms was 
clearly ego-alien. Hence, we conclude that this case repre- 
sents a genuine, if idiosyncratic, reaction to ketoconazole. 
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Panic Disorder Following 2-Chloroprocaine 
Sir: We have read with interest reports of panic disorder 


following administration of procaine in patients who had no 
prior history of psychiatric disturbance (1, 2). Your readers 
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should be aware that an acute panic reaction is possible in 
patients receiving the local anesthetic 2-chloroprocaine for 
epidural analgesia. This situation is most common in young 
parturient women requiring obstetric surgery. We report a 
recent case at our institution. 


Ms. A, a 25-year-old woman, delivered a live male baby 
with epidural analgesia. She received 8 ml of 0.25% bu- 
pivacaine and 10 ml of 1% lidocaine during labor without 
complications. Sixteen hours postpartum, she was taken to 
the operating room for tubal ligation. She received 20 ml 
of epidural 3% 2-chloroprocaine in 3-ml incremental 
doses until a bilateral T4 sensory level was obtained. 
Within 3 minutes of receiving the total local anesthetic, the 
patient reported that the “operating room ceiling was fall- 
ing” and that she was “‘going to die.” She became confused 
and agitated and was subsequently given a general anes- 
thetic, from which she emerged without sequelae. This 
patient had no history of psychiatric problems before this 
admission. 


We have had three additional panic reactions under simi- 
lar circumstances in the past 12 months when we used epi- 
dural 2-chloroprocaine for patients requiring elective Cae- 
sarean section. We have not seen this reaction with either 
lidocaine or bupivacaine after inadvertent intravascular in- 
jection. Saravay et al. (3) reported anxiety and confusion in 
patients who received low doses of lidocaine administered 
intravenously. We have noted obtundation following either 
lidocaine or bupivacaine when these were inadvertently ad- 
ministered intravenously. 

Silber and D’Angelo (2) have suggested that elevated ce- 
rebral tissue concentrations of free procaine may be the cause 
of Hoigne’s syndrome. However, one cannot rule out cere- 
bral tissue concentrations of the metabolites of procaine or 
chloroprocaine as another cause of this syndrome. A com- 
mon metabolite of both drugs is diethylaminoethanol. We 
agree with Silber and D’Angelo’s hypothesis. We also believe 
that cerebral tissue concentrations of chloroprocaine and/or 
its metabolites may have been responsible for the “doom” 
anxiety that we saw in our patients. Chloroprocaine is sim- 
ilar in structure to procaine, with the exception that a chlo- 
rine atom is substituted for hydrogen at the 2 position of the 
aromatic ring. Minimal amounts of the drug are metabolized 
in neural tissue (4). After neural blockade, termination of a 
block when procaine or chloroprocaine is being used de- 
pends on outward diffusion of the drug. We have not noticed 
these symptoms after accidental intravascular injection of 
chloroprocaine. This may be because its plasma hydrolysis 
rate is higher than that of procaine, allowing less of the drug 
to ultimately penetrate cerebral tissue. 

It is important for anesthesiologists and psychiatrists to 
be able to distinguish panic attacks from hypersensitivity 
reactions to local anesthetics because the management of 
these conditions differs. It may, furthermore, be prudent for 
psychiatrists to recommend to anesthesiologists that they 
avoid chloroprocaine or procaine for any patient with a his- 
tory of emotional disturbance. 
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Use of Imaging Techniques for Schizophrenic Patients 


Str: Bruce Cohen, M.D., and colleagues (1) recently de- 
scribed the MRI and CT scan results in a heterogeneous 
group of psychotic patients, highlighting the superiority of 
MRI over CT in visualizing brain structure but finding little 
clinical relevance to the subtle differences detected. They 
raised familiar issues relating to suitable control groups, 
effective drug treatment, and length of illness. As these find- 
ings are of great interest to the study of schizophrenia, we 
would like to report our own early observations with these 
imaging techniques in medication-free, first-episode schizo- 
phrenic patients. 

As part of an ongoing prospective study of first-episode 
schizophrenia being conducted at the University of Western 
Ontario (2), five untreated male schizophrenic patients (ages 
18—28 years), whose illness was defined by clinical examina- 
tion and the Present State Examination (3), and five age- and 
sex-matched control subjects were examined by MRI (GE 
Signa 1.5-tesla scanner). All of the patients had previously 
had CT scans that were judged to be normal, The MRI scans 
were examined blindly by three neuroradiologists who eval- 
uated the scans with particular attention to cerebral atrophy, 
ventricular size, white matter changes, and structural lesions. 
Previous high interobserver reliability in visual inspection of 
these parameters in CT scans has been reported by this group 
(4). There was complete agreement in the group in eight 
cases. In seven of these cases (four schizophrenic patients and 
three control subjects), the results were entirely normal. One 
schizophrenic patient had moderate generalized atrophy and 
a hyperintense lesion in the left parietal white matter with no 
known clinical significance. There were two cases in which 
there was disagreement on the presence or absence of mild 
atrophy, but these were both control patients. 

Although detailed analyses were not completed, no major 
differences were noted between the schizophrenic patients 
and the control subjects on most parameters. Although one 
schizophrenic patient had a white matter change, it was not 
clinically significant. White matter hyperintensities on MRI 
are seen in a variety of conditions, and these findings, in 
general, are now the subject of controversy (5). MRI appears 
sensitive to structural change, but given the findings in the 
control subjects, the measurement and interpretation of sub- 
tle neuroradiological changes must be viewed cautiously. It 
appears likely that the MRI technique will be used in at- 
tempts to replicate many of the early CT studies, although its 
greatest potential may be in the area of structural meas- 
urement of previously poorly visualized areas, e.g., the tem- 
poral lobes or corpus callosum, or in utilizing the unique 
physiochemical dimensions of MRI, such as relaxation times 
(6). Despite this, it still seems unlikely that gross structural 
pathology will be the most clinically relevant variable in the 
schizophrenic picture. 
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Prodromal Symptoms 


Sır: The article “Duration and Symptoms of Bipolar Pro- 
dromes” by George Molnar, M.D., and his colleagues (1) 
drew attention to an important and still largely overlooked 
phenomenon. The possibility of preventing relapse and min- 
imizing maintenance medication by paying attention to early 
warning symptoms (harbingers) was pointed out in a paper I 
presented at the VI World Congress of Psychiatry in Hono- 
lulu in 1977; in a further study (2) I defined their clinical 
characteristics. 

The term “‘harbinger” was originally chosen for these pro- 
dromal symptoms because it seemed to be peculiarly apt. Its 
derivation from the Old French bebergere—a provider of 
lodging—is moze explicit. A harbinger was not only a fore- 
runner of an approaching army in medieval times; his job 
was to assess the adequacy of fcod and shelter for the on- 
coming soldiers in the territory zhey were intending to oc- 
cupy. If we liken a relapse in an illness to an oncoming army 
of enemy soldiers, the aptness of the metaphor becomes more 
apparent. Harbingers are quantitatively and qualitatively dif- 
ferent from the oncoming army (the illness), and we may, by 
starting or changing the treatment program, prevent the har- 
bingers from finding the “food and shelter” needed for the 
“occupation” af the patient by the illness. 

Although there may be some semantic and other differ- 
ences between the prodromal symptoms described by Dr. 
Molnar and associates and the harbingers I previously de- 
scribed, I strongly endorse the authors’ final sentence in their 
article: “If such patients and their family members are edu- 
cated to recognize the patient’s characteristic prodromal 
symptoms, recurrences of affective disorder could be treated 
earlier and perhaps more effectively.” 

The question remains: How are we going to educate our 
colleagues to recognize this phenomenon to the benefit of 
their patients? 
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A Lycanthropic Murderer 


SiR: Among the innumerable metamorphases of humans 
into animals, the magical transformation into a wolf consti- 
tutes one of the most ancient and universal beliefs. Lycan- 
thropy is characterized by a delusion of physical transforma- 
tion in which the patient believes he or she has been changed 
into a wolf. To our knowledge, modern literature has pro- 
duced only three true cases (1, 2); two other observations 
concern transformation into a dog (3, 4). We should like to 
describe a 28-year-old man who was imprisoned for physical 
violence leading to the death of a man he had invited to his 
home. 


Mr. A’s mother died when he was 18 months old. The 
father, who was unable to look after his children, sent 
him to live with his uncle, with whom he lived for 11 
years. He went to school until the age of 14 and was then 
placed by a judge in several hostels. He did not work, he 
drank, and his companions were delinquents. He con- 
stantly invented unbelievable stories and often changed his 
living quarters. He was sentenced several times for theft, 
assuming false identity, assault and battery, and illegal 
carrying of firearms. 

Mr. A declares that he has been a werewolf tor a long 
time and that this accounts for his behavior. “It’s when I 
was bitten by a rabid dog... . When I’m emotionally up- 
set, I feel as if I am turning into something else; my fingers 
go numb, as if I had pins and needles right in the middle of 
my hand; I can no longer control myself....1 get the 
feeling I’m becoming a wolf. I look at myself in the mirror 
and I witness my transformation. It’s no longer my face; it 
changes completely. I stare, my pupils dilate, and I feel as 
if hairs are growing all over my body, as if my teeth are 
getting longer. ...I feel as if my skin is no longer mine.” 

Mr. A’s female companion confirms his convictions and 
pathological behavior: “[In] the night he wasn’t quite 
asleep ... and was smacking his head against the walls, 
and... he was like a beast, a wolf. ... I even had to put 
up with funny things from the sexual point of view, like a 
beast!” 

Mr. A is a physically sturdy man of average height. 
Results of an EEG, cerebral scanning, and a neurological 
examination were normal. He has no loss of memory, no 
hallucinations or delusions of reference, no catatonic be- 
havior. His behavior is overly dramatic and theatrical. Ac- 
cording to the WAIS, he has an IQ of 81. A Rorschach test 
shows that he has a borderline personality. His MMPI 
profile shows spikes for paranoia and schizophrenia. His 
DSM-III-R diagnoses on axis I are depersonalization dis- 
order (300.60) and alcohol dependence (303.90) and on 
axis II, antisocial personality disorder (301.70) and bor- 
derline personality disorder (301.83); on axis III, he has a 
history of convulsions in infancy. On axis IV and V, his 
code is S. 


The interpretation of lycanthropy has moved from a su- 
perstitious religious model to a medical model (hallucinatory 
delusions involving animals and hysterical psychosis). Lycan- 
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thropy is, at present, seen as a depersonalization disorder. So 
far, according to our observations, it is closer to hysteria and 
mythomania (5) in an antisocial personality. 
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Bordeaux, France 


Psychological Factors in Preterm Childbirth 


Sir: The conclusion reached by Haim Omer, Ph.D., and 
George S. Everly, Jr., Ph.D. (1) that preterm labor can be 
understood to be a result of excessive psychophysiologic 
arousal was well supported by the data they presented. 

However, the authors did not address one unexplained 
paradox: the inhibitory effect of sympathomimetic agents on 
premature labor despite their otherwise stimulatory effect 
(2). Although Drs. Omer and Everly reported that epineph- 
rine inhibits uterine contractions, the widespread clinical use 
of B-adrenergic agents such as terbutaline and ritodrine in 
premature labor was not mentioned. Anxiety is “commonly 
observed” with the use of terbutaline (Physicians’ Desk Ref- 
erence) and intravenous ritodrine (3). Oral ritodrine causes 
anxiety in 5%—10% of patients, and a further 10%—50% 
report somatic symptoms of anxiety, including tremor, pal- 
pitations, headache, and nausea. A model that notes the to- 
colytic effects of relaxation and reduced mental stress must 
also account for the simultaneous reduction of uterine con- 
tractility and the frequent induction of anxiety caused by 
these agents. 
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VALERIE D. RASKIN, M.D. 
Chicago, Ill. 


Sir: I read with interest the review by Drs. Omer and 
Everly of the role of psychological factors in preterm birth. 
This is an intriguing and potentially important area of re- 
search. In particular, the authors are to be commended for 
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bringing to the attention of American readers the interesting 
work being done in the Federal Republic of Germany regard- 
ing the relationship of a lowered rheobase to preterm birth. 
I do feel, however, that the authors’ major assertion—that 
psychological stress and psychopathology are a cause of pre- 
term birth-——is a reasonable hypothesis that, unfortunately, 
has not yet been proved (1). 

Drs. Omer and Everly pointed out numerous methodolog- 
ical shortcomings in the studies they reviewed, and with 
these concerns I can only concur. However, even the inves- 
tigations that they feel offer support for their notions cannot 
be accepted unequivocally. For example, consider one study 
which the authors seemed to accept with few reservations— 
the Omer et al. investigation of the relationship of anxiety 
and SCL-90 scores to preterm birth (2). Neither the quality 
of prenatal care nor the nutritional status of the mother was 
assessed in this study—factors which logically could be either 
a cause or an effect of concurrently assessed psychological 
distress. In. addition, these authors reported the curious and 
unexplained use of a Mann-Whitney U test in all compari- 
sons of group means. With interval data of the sort provided 
by the SCL-90 or the Spielberger Anxiety Inventory, use of 
this test is generally inappropriate. Inspection of the group 
standard deviations reported in the paper seems to show that 
if a parametric test such as the t test had been used, all 
comparisons would have been nonsignificant. 

A second problem with the review by Drs. Omer and Ev- 
erly is their exclusive focus on preterm birth as an outcome 
measure. The usual technique of establishing gestational 
age-——questioning the mother about her last normal men- 
strual period—can be quite unreliable and may result in cat- 
egorizing up to 25% of term births as preterm (3). Since none 
of the studies the authors cited mentioned confirming fetal 
age by ultrasound examination, it can probably be assumed 
that the much less accurate technique of questioning about 
the last normal menstrual period was used. 

A third concern is the central role the authors assigned to 
chronic stress in the provocation of preterm birth. To my 
knowledge, it has never been shown that the relatively en- 
during changes in patterns of neuroendocrine secretion 
which characterize physiologic stress are associated with the 
naturally occurring stressors they discussed. It might be just 
as reasonable to hypothesize that habituation to such stimuli 
occurs in pregnant women, rather than “accumulation” as 
the authors suggested. Indeed, a laboratory study has sug- 
gested that pregnancy may be a period characterized by re- 
duced responsivity to stressors (4). 

I believe that it is indeed possible that psychological fac- 
tors contribute to preterm birth. Inadequate nutrition and 
drug use may be a consequence of psychopathology or ex- 
posure to stressors, effects which are no less real and no less 
important than psychophysiologic sequelae. The authors’ 
model may prove to be heuristic; I do feel, however, that it 
has limited explanatory value because there is at present little 
evidence that there is a phenomenon to explain. 
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JOSEPH A. ISTVAN, M.D. 
Portland, Ore. 


The Psychiatric Chief Residency 


Str: We are encouraged by the article of Michael A. Silver, 
M.D., and Luis R. Marcos, M.D. (1) regarding the perceived 
need to strengthen and formalize training for psychiatrist- 
executives. It was mentioned that the psychiatric chief resi- 
dency is frequently the “initial experience in administra- 
tion.” As psychiatric chief residents at the Medical College of 
Virginia, we would like to give further emphasis to this no- 
tion and suggest that the chief residency provides crucial role 
modeling for residents in psychiatry. 

The psychiatric chief resident is in a unique position to 
learn and master many skills as a beginning administrator. 
Looney et al. (2) identified the model of the “‘interface chief.” 
We believe that the model of the interface chief creates an 
optimal setting for the chief to learn administrative process. 
As elaborated by Colenda (3), this model allows the chief 
resident to move independently across multiple boundary 
interfaces and thus fosters a broader conceptualization of the 
chief resident’s role in terms of the structural and functional 
relationships within the department and hospital. In this way 
junior residents, along with the faculty, are able to observe 
the administrative behavior of, or modeling by, the chief 
resident, which leads to a heightened institutional expecta- 
tion of the administrative role. 

The “identity” of the chief resident must be established at 
the beginning if he or she is to be an effective role model. A 
strong identity facilitates clarity regarding the crucial issues 
of boundaries, rower, and authority. Early opportunities to 
participate in workshops (e.g., the Albert Einstein Annual 
Chief Resident’s Conference), specific administrative super- 
vision by an experienced faculty person, and directed read- 
ings about the management process are necessary tools that 
help reinforce this identity. Also, the interface chief will 
avoid systemic stumbling blocks if he or she is chosen by a 
selection process that includes both resident and faculty in- 
put rather than selection based solely on a chairman’s or 
residency training director’s discretion. 

To help distinguish the special administrative role of the 
chief resident, the position should be openly discussed and 
promoted. Incentives such as increased salary, along with 
sponsored conferences and workshops, should be offered. 
Because of the chief resident’s close relationship with the 
chairman and residency director, he or she should be in- 
volved in helping to design administratively oriented didactic 
seminars for residents. 

More than ever, graduating psychiatric residents are con- 
fronted with choosing from a diverse range of practice set- 
tings. Unfortunately, residents often leave residency un- 
skilled in integrating clinical expertise or understanding of 
human behavior with the exigencies imposed upon clinicians 
by “managed” health care systems, public or private. 

The health care environment is in critical need of talented 
psychiatrist-executives (1) who can administrate from a per- 
spective of understanding clinical issues as well as systems. In 
our opinion, a philosophical commitment to this issue should 
begin earlier in training. Therefore, we advocate upgrading 
the administrative role of the psychiatric chief resident in 
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preparation for the realities and challenges of today’s com- 
plex psychiatric practice environment. 
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Imipramine for Patients With Alzheimer’s Disease With 
and Without Depression 


Str: The article “Double-Blind Trial of Imipramine in 
Alzheimer’s Disease Patients With and Without Depression” 
by Burton V. Reifler, M.D., M.P.H., and associates (1) was 
instructive in underscoring the observation that Alzheimer’s 
disease can yield, in some of its manifestations, to treatment. 
For management purposes, Alzheimer’s disease should not 
be considered with therapeutic nihilism as an entity for 
which there is no known cure, but rather as a syndrome that 
poses a variety of cognitive, affective, and behavioral chal- 
lenges. To these, psychiatry is especially well placed to re- 
spond (2). 

I would like to suggest that another conclusion may be 
drawn from this study. Dr. Reifler and associates stated, “We 
do not see this as a negative study because imipramine was 
not superior to placebo but as a positive study because the 
patients improved regardless of treatment condition.” The 
improvement in question was deemed to have resulted from 
the supportive attention given to the subjects. Thus, it seems 
admissible to conclude that this approach represents a form 
of psychotherapy which may be a valuable therapeutic mo- 
dality for elderly patients with moderate degrees of depres- 
sion, both those with Alzheimer’s disease and perhaps even 
those without Alzheimer’s disease. A wider recognition of 
the value of supportive attention should lead to a diminution 
in the polypharmacy to which the elderly are especially prone 
(3). Other benefits of a reduction in pharmacotherapy would 
include the obviation of the well-known adverse effects of 
antidepressants. Further research to delineate the character- 
istic features of this form of psychotherapy and of the pa- 
tients who are responsive to it is now needed. 
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Sir: In their article on the use of imipramine in Alz 
heimer’s disease patients, Dr. Reifler and associates drev 
firmly positive conclusions about the efficacy of antidepres 
sants in Alzheimer’s disease. If one were to read just thi 
abstract, one might infer that “both groups” which im 
proved were the only two groups mentioned in the precedin, 
sentence, i.e., a depressed and a euthymic one. Thus, th 
conclusion that depression is a treatable condition in Alz 
heimer’s disease seems to suggest a response to imipramine 

In fact, the study revealed that depressed Alzheimer’s dis 
ease patients improved as much when taking placebo a: 
when taking imipramine and that imipramine caused exac 
erbation of dementia in both the depressed and the nonde 
pressed groups (as measured on the Dementia Rating Scale) 
Thus, rather than cautioning physicians to use “the lowes 
clinically effective dose” of imipramine for depressed Alz 
heimer’s disease patients, the authors might have proposed : 
rejection of the use of this agent in this disease. It may be tha 
less anticholinergic antidepressants would prove to be safe 
and more effective than imipramine; this certainly should bı 
addressed in the future. 

The fact that depressed subjects did improve when takin; 
placebo is explained by the supportive nature of weekl 
clinic visits. It would be interesting to know which variable: 
on the Hamilton Rating Scale for Depression improved anc 
what aspects of the weekly visits may have been therapeutic 
It is encouraging to see concrete evidence of improvement it 
Alzheimer’s disease; it is vital that we begin to understanc 
the factors involved. 


MICHAEL SERBY, M.D 
New York, N.Y 


Sir: Dr. Reifler and associates reported that the depressior 
of all their patients improved comparably with either imip 
ramine or placebo. At the completion of the study, the de 
pressed patients treated with imipramine had a total dny 
plasma level of 119 ng/ml (72 ng/ml of imipramine plus 47 
ng/ml of desipramine). Citing one reference (1), the author 
stated that this blood plasma level is within the generall 
accepted therapeutic range. In a more recent report (2), thi 
APA Task Force on the Use of Laboratory Tests in Psychiatr 
reviewed imipramine levels and clinical outcome and founc 
that the percentage of patients responding favorably in 
creases as combined blood levels of imipramine and desipra 
mine are increased up to 200-250 ng/ml. 

For a valid comparison of a drug treatment and placebo 
the drug must be given at an adequate dosage, which ideall: 
should be based on blood levels. This study did not answe 
the question of whether imipramine or supportive therapy i 
the treatment of choice in moderately depressed Alzheimer’ 
patients, as the imipramine-treated group appears to hav 
had an inadequate trial. 
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Dr. Reifler Replies 


Sır: The central question in these three thoughtful and 
well-reasoned letters is, To what, exactly, did these patients 
respond? | believe that our study provided a starting point 
for answering this question by showing improvement in de- 
pressed mood among demented patients, but much work 
remains to be done in determining exactly how best to 
achieve this. In response to these letters, I would like to offer 
the following general observations. 

1. I think that it would be premature to reject the use of 
tricyclic antidepressants in this population, if for no other 
reason than the fact that some patients strongly believe in 
and prefer pharmacologic therapy, and we have no basis for 
saying nonpharmacologic treatment is superior. 

2. The choice of imipramine as our pharmacologic inter- 
vention was a judgment call and was not meant to imply any 
specificity for imipramine in this condition. 

3. It is my subjective opinion that a larger dose of imipra- 
mine would not have caused any substantial additional im- 
provement in depressive symptoms but probably would have 
produced greater problems with drug toxicity. I agree that it 
is important to test this opinion empirically, but the afore- 
mentioned subjective impression dampens my enthusiasm 
for doing this myself. 


BURTON V. REIFLER, M.D., M.P.H. 
Winston-Salem, N.C. 


Neuroleptic-Induced Dystonia 


Str: The report “Higher Frequency of Neuroleptic- 
Induced Dystonia in Mania Than in Schizophrenia” (1) was 
read by us with interest. The hypothesis that patients with 
affective disorders are more likely to develop acute dystonias 
following treatment with neuroleptic drugs is interesting and 
provocative. However, there are some problems with the 
study. Although acute dystonias are regarded as idiosyn- 
cratic, their occurrence also appears to be dose-dependent. 
The probability of occurrence of dystonia increases with in- 
creasing doses of neuroleptic drug (2, 3). Approximately 
50% of acute dystonias occur within 48 hours and about 
90% within 5S days of starting therapy (2, 4, 5). Therefore, it 
would be more relevant to describe the mean dose of neuro- 
leptic used during the risk period for developing an acute 
dystonic reaction, i.e., during the first 96 hours after starting 
treatment with neuroleptics. In this report, the authors did 
not explain how the mean daily dose of neuroleptics used 
was calculated. The comparison of peak or maximum doses 
used daily for the first 96 hours (not the total mean dose, as 
described) in the manic and schizophrenic groups might help 
explain the higher prevalence of dystonia in the manic group. 
Was the dystonic group of patients more agitated and, thus, 
did they receive more parenteral neuroleptics than the non- 
dystonic group? The authors stated that both groups of pa- 
tients had been treated predominantly with high-potency 
neuroleptics. It would be helpful to know the specific drugs 
and doses involved rather than dosage equivalents. 

In a previous study (6), one of us (G.M.S.) reported that 
subjects who received high doses of a neuroleptic followed 
by a drug-free period of 35 days and then received a lower 
dose of the same neuroleptic suffered from more extrapy- 
ramidal symptoms the second time, with the lower dose. It 
was concluded that they had been sensitized to the neuro- 
leptic. The intermittent treatment that manic patients receive 
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and also the brief high doses they receive may be responsible 
for this finding, rather than the disorder itself. It is possible 
that Dr. Nasrallah and associates have data to address some 
of these questions. 
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GEORGE M. SIMPSON, M.D. 
HARDEEP SINGH, M.D. 
Philadelphia, Pa. 


Drs. Nasrallah and Churchill Reply 


Sır: The comments of Drs. Simpson and Singh are 
thoughtful and well-taken. Retrospective studies are almost 
always flawed and not definitive because of missing data and 
problems arising from the uncontrolled, naturalistic design. 
However, such studies serve the useful purpose of crudely 
and quickly testing a hypothesis before one embarks on a 
rigorously designed, time-consuming, well-controlled pro- 
spective study. 

The hypothesis tested in our study was based on the re- 
peated mentions in the literature of the higher vulnerability 
of patients with affective disorders to tardive dyskinesia 
rather than on pharmacokinetic principles. Drs. Simpson and 
Singh are correct about the limitations of the study and 
about the potential usefulness of additional data in confirm- 
ing alternative hypotheses regarding neuroleptic-induced 
mania in acutely psychotic populations. We regret that the 
data they are interested in were not recorded in a manner 
that would permit reanalysis, and we have moved to another 
institution. We are currently planning a prospective clinical 
study of bipolar patients and schizophrenia, and we hope 
that other investigators such as Drs. Simpson and Singh will 
also conduct studies in this area to test alternative hypotheses, 
including sensitization by previous neuroleptic treatment(s). 


HENRY A. NASRALLAH, M.D. 
CYNTHIA M. CHURCHILL, M.D. 
Columbus, Ohio 


Empathy and Schizophrenia 


Sır: We enjoyed the article by Leslie Brothers, M.D., in 
which she presented a biological perspective on empathy (1). 
She described several clinical pathological syndromes that 
display an impairment of empathy, including infantile au- 
tism, alexithymia, and certain nevrological syndromes. 

A neurobiological understanding of empathy may also be 
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relevant to schizophrenia. Many of the attributes defining the 
schizoid personality, as well as the deterioration of person- 
ality found in some chronic schizophrenic patients, seem to 
overlap with empathy. These personality impairments were 
first described by Kraepelin and Bleuler. 

Dr. Brothers discussed several late nineteenth- and early 
twentieth-century influences on the developing concept of 
empathy. In addition to the psychoanalytic study of empa- 
thy, the phenomenological approach of Husserl was adapted 
for application in clinical psychopathology by Jaspers. In 
developing psychopathology as a scientific discipline, Jaspers 
stressed two processes whereby clinicians gain knowledge 
of the experience of others: the cognitive process of lan- 
guage and the empathic emotional process. The break in 
empathy was viewed as a cardinal feature of schizophrenia, 
accounting for one’s inability to understand certain of the 
experiences of schizophrenia. The primacy of this lack of 
understanding gained its greatest influence in the Schneide- 
rian diagnostic approach, but this was a prevailing influence 
throughout the German phenomenological school of 
psychiatry. 

Certain research on schizophrenia also relates to the con- 
cept of empathy. The International Pilot Study of Schizo- 
phrenia found that poor rapport strongly distinguished pa- 
tients with schizophrenia from patients with other psychotic 
disorders (2). Schizophrenic persons also appear to have an 
impairment in the cognitive processing of human faces (3). 
The concept of empathy also overlaps with the impairments 
used to define putative negative symptom subtypes. There 
have been a number of attempts to delineate putative schizo- 
phrenic subtypes defined by these personality attributes, in- 
cluding a recent discussion in the Journal (4) of the deficit 
syndrome, 

We have developed elsewhere (manuscript by Kirkpatrick 
and Buchanan under review) the argument that damage to 
the putative neural circuit subserving social affiliation (5) 
underlies the deficit syndrome. This circuit includes the 
amygdala—perhaps, especially, the basolateral amygdala. 
This functional circuit appears to have common functions in 
a number of mammalian species, including humans, pri- 
mates, and nonprimates. 

Dr. Brothers’ article encourages further work in this 
area. We hope she will comment on the role of empathy in 
schizophrenia. 
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Dr. Brothers Replies 


Sir: I appreciate the thoughtful letter of Dr. Kirkpatrick 
and associates regarding the role of empathy in schizo- 
phrenia. 

Empathy should perhaps be considered as part of a larg- 
er functional sphere, that is, the sphere of social cognition. 
The idea that there is such a faculty was articulated by Gard- 
ner (1), who adduced clinical syndromes such as autism as 
evidence for its discreteness, and has been interestingly rear- 
ticulated by Jackendoff (2). The presence of other deficits 
besides that of empathy in autistic children, especially dis- 
turbances of language pragmatics and social gesturing, ar- 
gues for this view. I am suggesting, in other words, that it 
may be useful to have a broader concept of what is awry in 
the social functioning of schizophrenic persons than impair- 
ment of empathy. 

In spite of the considerable evidence implicating the brain 
structures thought to subserve social communication in the 
pathology of schizophrenia, I do not believe that even certain 
schizophrenic deficit syndromes can functionally dissect the 
social cognitive system for us. The reason is that medial tem- 
poral structures almost certainly play a role in nonsocial 
mentation as well. However, if a valid deficit subtype can be 
demonstrated and then correlated with damage to these 
structures, additional light might be shed on their functions. 
In this regard it is interesting that features of the deficit sub- 
type proposed by Carpenter et al. (3) are the same as those 
cited by Bear et al. for chronic temporal lobe epilepsy (4), but 
in the opposite direction. For example, Bear et al. described 
deepened emotionality and social clinging. The hypergraphia 
of temporal lobe epilepsy patients may result from a greater 
intensity and amount of ideation—again, the inverse of the 
characteristics of Carpenter et al.’s deficit population. 

A well-known difficulty is that even when there is evidence 
of alteration in a particular structure, we cannot rule out the 
presence of other more diffuse dysfunctions of neural oper- 
ations. A diffuse derangement of higher cognitive function 
would be expected to show up prominently in the sphere of 
social cognition simply because in a world full of other peo- 
ple, social cognition is often engaged. Thus, schizophrenic 
patients with prominent social impairments usually have im- 
pairments in other spheres as well, for example, in the use of 
language and in abstract thought. 

Undoubtedly, the work to which Dr. Kirkpatrick and as- 
sociates refer addresses the points I have raised. I look for- 
ward to seeing their full treatment of the relation between the 
deficit subtype and pathology of medial temporal structures. 
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Children’s Allegations of Sexual Abuse 


Sır: Although some time has passed since the article ‘‘Pre- 
school Children’s Erroneous Allegations of Sexual Molesta- 
tion” by Alayne Yates, M.D., and Tim Musty (1) appeared, 
I feel compelled to signal my great discomfort with the con- 
tent of that article. Not one case mentioned involved any 
reasonable degree of certainty that these children’s reports 
were false. It is clear that the children were subjected to a 
great deal of pressure by persons who already believed that 
lies had been told and that the children sometimes buckled 
under that pressure (and sometimes did not). 

In no area of law or mental health is there complete cer- 
tainty. The authors seem to believe that such certainty, or 
something approximating it, can be achieved if the therapist 
is just clever enough, devious enough, or “‘confrontational” 
enough. The central point here is that, in the realm of small 
children and alleged sexual abuse, there was until just the last 
few years a preference for “false negatives” (abuse that hap- 
pened but was not believed by authorities) over “false posi- 
tives” (abuse that is believed but did not occur). Even the 
authors admitted that the latter cases are quite rare with 
respect to the former, yet printing this article with this title 
serves to give undue emphasis to the alleged phenomenon of 
false claims of sexual abuse by very young children. This sort 
of media influence is congruent with this country’s current 
shifting to the right (and far right) politically, in that the 
powerless (children) are not protected, but those with the 
resources (accused adults) are defended; I fear this growing 
preference for false negatives over false positives, “like the 
good old days.” 

I ponder the degree to which the authors have been able to 
identify with the very small and very powerless child within 
themselves. It is not the place of clinicians to pressure and 
trick children—particularly very young children—into say- 
ing what we (whether right or wrong) believe to be the truth. 
If anyone must pressure, confront, or otherwise threaten and 
harass preschoolers, let it not be us! 
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TERESA WHITEHURST, PH.D. 
Norfolk, Va. 


Dr. Yates Replies 


Sır: Dr. Whitehurst is concerned that the children pre- 
sented in our article could actually have been abused and 
that they were pressured into saying that they had lied about 
being abused. She is also worried that since we assumed that 
these children were not abused, we did not protect them 
from further abuse. 

All but one of the children described in the article were 
scrutinized by a number of experts in the field. The examin- 
ers viewed these cases as exceptional, because they so seldom 
encountered children who seemed to be inaccurate in their 
descriptions. They accepted the children’s reality as impor- 
tant, and in no case did they attempt to pressure the children 
to change their minds, In addition, even though the consen- 
sus of examiners and the court was that the children had not 
been abused, two of the children continued to be “protected” 
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from the accused parent. In the other two cases, the mothers 
realized that they had been mistaken, the issue was resolved, 
and visitation proceeded without incident. 

It is our duty to protect children from various forms of 
abuse, including psychological abuse. If a parent persuades, 
tricks, or misleads a child, thus setting the child against the 
other parent, this can produce persistent anger, guilt, or sad- 
ness in the child at the loss of what is often a meaningful 
relationship. Although we may be able to empathize with the 
parent who honestly believes that he/she is justified in involv- 
ing the child, the act is nonetheless abusive. 

The issue of false negatives is important. For years the 
assumption was that sexual abuse seldom occurred and that 
any accusation must be a lie or be based on fantasy. As we 
stated in the art-cle, there is good reason to believe children 
when they report sexual abuse. We agreed with other au- 
thors who emphasize that most apparently false accusations 
occur in the context of a highly charged custody or visitation 
dispute, where taere is something to be gained by directly or 
indirectly casting aspersions. 

The field of sexual abuse is bewildering in its complexity. 
The more we can avoid overgeneralizing, the more likely we 
are to maintain objectivity. 


ALAYNE YATES, M.D. 
Tucson, Ariz. 


Stimulants, Panic, and BEAM EEG Abnormalities 


Sir: Alan K. Louie, M.D., and associates’ report (1) link- 
ing cocaine use with panic disorcer is an important contri- 
bution to the hypothesis that certain forms of drug use pre- 
dispose to certain psychiatric illnesses. Equally germane is 
evidence from animal research that pharmacological kin- 
dling occurs in a number of species when cocaine is given. 
However, to the best of my knowledge, no evidence to date, 
including my own discovery of abnormal brain electrical ac- 
tivity mapping (BEAM) in panic disorder (2, 3), has shown 
that pharmacological kindling occurs in humans. Conse- 
quently, some clarification is in order. 

I used computerized BEAM and/or conventional EEG to 
study 15 panic patients. Eight patients had abnormal find- 
ings. Each of those eight had a history of stimulant abuse 
(cocaine, amphetamine, or LSD), whereas only one of the 
seven patients with normal BEAM findings had such a his- 
tory (p=0.003). Cocaine had been abused by 50% of these 
eight subjects and LSD by 65.5%. Three of the eight also had 
comorbid diagnoses of posthallucinogen perception disorder 
(DSM-III-R). Therefore, according to these data, use of LSD 
may be as significant a forerunner of acquired panic as use of 
cocaine. This is in keeping with the observations of Dr. Louie 
and associates that six of their 10 patients had comorbid 
visual illusions, and five of those six had abused LSD. Ac- 
cordingly, it would be interesting to know whether any of 
those patients fulfilled the criteria for posthallucinogen per- 
ception disorder. 

Finally, among the 29 separate BEAM abnormalities in my 
sample, 28 were of auditory and visual evoked potentials 
and/or excess slow waves. Two-thirds of the BEAM abnor- 
malities were symmetrically distributed in the temporal 
lobes. Only one patient had overt spike activity. In the ab- 
sence of physiological evidence of seizure activity, one may 
be inclined to describe these electrical dysfunctions as tem- 
poral dysrhythmias rather than kindled seizures. This hardly 
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negates the hypothesis of pharmacological kindling in hu- 
mans, as lucidly argued by Dr. Louie and his colleagues, and 
the consequent psychopathology, which perhaps arises from 
deeper limbic structures. This may be particularly true given 
the impairment in bilateral temporal lobe function that I 
found. Case-controlled studies are needed to clarify this 
highly suspicious link between stimulants, panic disorder, 
and electrical dysfunction of the temporal lobes. 


REFERENCES 


1. Louie AK, Lannon RA, Ketter TA: Treatment of cocaine-in- 
duced panic disorder. Am J Psychiatry 1989; 146:40--44 

2. Abraham HD: Do psychostimulants kindle panic disorder? 
(letter). Am J Psychiatry 1986; 143:1627 

3. Abraham HD: BEAM studies in panic disorder: an exploration, 
in CME Syllabus and Scientific Proceedings in Summary Form, 
141st Annual Meeting of the American Psychiatric Association. 
Washington, DC, APA, 1988 


HENRY DAVID ABRAHAM, M.D. 
Boston, Mass. 


Dr. Louie and Associates Reply 


Sir: We reported that classical and cocaine-induced panic 
disorders differ in terms of symptoms, family history, and 
treatment response. Dr. Abraham’s BEAM data further sup- 
port this differentiation and suggest that classical and drug- 
induced panic disorders involve different pathophysiological 
mechanisms. 

Dr. Abraham characterizes the BEAM abnormalities as 
bilateral temporal lobe dysrhythmias rather than frank sei- 
zure activity and raises questions concerning the kindled sei- 
zure hypothesis, which we had presented for cocaine-induced 
panic disorder. Arguments in support of the hypothesis 
would be that scalp electrodes may not detect spike activity 
in deep limbic structures and that such activity may be evi- 
dent only during a panic attack. 

Dr. Abraham also suggests that use of hallucinogens may 
be as important as use of cocaine in inducing panic disorder. 
We had some panic patients who abused cocaine but never 
hallucinogens, but none who did the opposite. Therefore, we 
did not have any cases in which hallucinogens alone were 
implicated. Six of our 10 patients had used hallucinogens in 
addition to cocaine. This was associated with a greater risk 
of having visual illusions during panic attacks. These patients 
did not strictly meet the DSM-III-R criteria for posthalluci- 
nogen perception disorder. 


ALAN K. LOUIE, M.D. 
RICHARD A. LANNON, M.D. 
TERENCE A. KETTER, M.D. 
San Francisco, Calif. 


Blood-Injury Phobia 


Sir: The review article on blood-injury phobia by Isaac 
Marks, M.D., F.R.C.Psych. (1) provided a welcome update 
on a neglected topic. The differentiation between simple fears 
of blood and wounds (that do not result in fainting upon 
exposure) and their phobic correlates (with the characteristic 
biphasic response and familial history) was stressed. Little is 
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known, however, about the prevalence of fears of blood 
wounds, and injury in other psychiatric disorders (2). 

Members of our group recently reported (3) on symptom: 
related to blood-injury phobia in 18 patients who had pani 
disorder with agoraphobia according to the DSM-III-R cri 
teria. Symptoms were evaluated by both observer (4) anc 
self-rating (5) methods. Patients rated themselves signifi- 
cantly higher than did healthy control subjects, matched fot 
sociodemographic variables, on the blood-injury phobia sub- 
scale of the Fear Questionnaire (5). In 13 of the 18 patient: 
and in one of the 18 control subjects, there was clear-cut 
avoidance of blood tests and hospitals, even though no pa- 
tients reported that they fainted at the sight of blood, wher 
injured, during dental procedures, or while watching violen 
movies. Fears of blood and injury improved with exposure 
treatment of the agoraphobia (3). 

In another sample of 20 patients suffering from panic dis- 
order with agoraphobia (6), fears of blood and wounds were 
present in only two of the patients before the occurrence o: 
panic attacks, unlike patients with agoraphobia or socia 
phobia. In both of these samples of patients with panic dis- 
order (3, 6), no patients had first-degree relatives with clear 
cut blood-injury phobia. 

We recently also investigated the occurrence of blood-in- 
jury phobia in a sample of 15 patients (nine men and six 
women; mean age=45 years) with primary major depressive 
disorder according to the Research Diagnostic Criteria. Or 
the observer ratings (4) only two of the 15 patients showec 
clear-cut avoidance of blood tests and hospitals. The findings 
suggest that fears of blood, wounds, and injury are rather 
common in panic disorder and are probably largely a sec- 
ondary phenomenon which, indeed, improves with nonspe- 
cific treatment. The results of our studies are in agreement! 
with other investigations of the relationship between agora- 
phobia and other phobic symptoms (2, 5) and have method. 
ological implications for studies of the biology of panic dis- 
order. Several such studies, in fact, use procedures involving 
blood collection. Patients may display anxiety and/or pani 
in response to blood collection more than to specific stimuli 
If the studies are not placebo controlled, the presence of fear: 
related to blood-injury phobia may yield spurious results ir 
comparisons between patients with panic disorder anc 
healthy control subjects or other psychiatric patients (e.g. 
depressed patients). The findings should alert investigators tc 
use psychometric instruments, such as the Fear Question 
naire (5), to screen for blood-injury phobia and/or to contro 
for its intensity in their studies on the biology of panic. 


REFERENCES 


1. Marks I: Blood-injury phobia: a review. Am J Psychiatry 1988 
145:1207-1213 

2. Bowen R, Fischer DG, Barrett P, et al: The relationship betwee 
agoraphobia, social phobia and blood-injury phobia in phobi 
and anxious-depressed patients. Can J Psychiatry 1987; 32 
275-281 

3. Fava GA, Grandi $, Canestrari R: Blood-injury phobia an 
panic disorder: a neglected relationship. Med Science Researcl 
1988; 16:217-218 

4, Paykel ES: The Clinical Interview for Depression. J Affectiv 
Disord 1985; 9:85-96 

5. Marks IM, Mathews AM: Brief standard self-rating for phobi 
patients. Behav Res Ther 1979; 17:263—267 

6. Fava GA, Grandi S, Canestrari R: Prodromal symptoms ii 


Am J Psychiatry 146:7, July 1985 


panic disorder with agoraphobia. Am J Psychiatry 1988; 145: 
1564-1567 


GIOVANNI A. FAVA, M.D. 
SILVANA GRANDI, M.D. 
FRANCESCO M. SAVIOTTI, M.D. 
GIOVANNA BARTOLUCCI, M.D. 
GIANNI SAVRON, M.D. 
SANDRA CONTI, M.D. 

Bologna, Italy 


Dr. Marks Replies 


Sir: Dr. Fava and associates draw attention to an inter- 
esting phenomenon, reports of blood-injury fears both in 
blood-injury phobic patients and in agoraphobic patients 
with panic. It would be important to investigate the cardio- 
vascular response to the sight of blood; the incidence of va- 
sovagal fainting; family history of blood-injury fears, agora- 
phobia, and other fears; and age at onset of these fears. It is 
fascinating that Dr. Fava and his colleagues did not find 
blood-injury fear in 15 depressed patients. 

This topic has been neglected and deserves further in- 
vestigation. 


ISAAC MARKS, M.D., F.R.C.PSYCH. 
London, England 


Alprazolam and Aggression 


Str: Initial enthusiasm about the value of the triazoloben- 
zodiazepine alprazolam in depressive as well as anxiety dis- 
orders has been tempered by concern over adverse effects (1). 
In addition to dependence and difficult withdrawal reactions, 
treatment-emergent symptoms such as hostility and aggres- 
sion have been reported, particularly in patients with bor- 
derline personality disorder (2). In this context, the case re- 
cently described in the Journal by Alfred P. French, M.D. (3) 
is of particular interest. Intentionally taking approximately 
10 mg of alprazolam (usual daily dosage not stated), Dr. 
French’s patient slept for 8 hours, then engaged in progres- 
sively escalating violence, ranging from arguing with his wife 
and throwing rocks at their truck to driving recklessly 
toward pursuing police cars and struggling with a police 
officer after crashing. 

As dramatic as this case was, we have serious misgivings 
about its validity for documenting a putative risk of the ther- 
apeutic use of alprazolam. The repeated use of the term “‘side 
effect” was misleading in a case report of an acute overdose 
of a drug. An important aspect of interpreting the patient’s 
behavior is the extent of any delirium; no such information 
_ was provided, except for mental status 5 months later. In 
particular, we wonder about the history of recent amitrip- 
tyline use; could the patient have taken any remaining tricy- 
clic medication as well as “all of the alprazolam available to 
him”? A toxic delirium is not uncommon in overdoses of 
strongly anticholinergic tricyclic antidepressants such as am- 
itriptyline (4) and would probably be more likely to occur, 
even at a relatively low dose, in a patient with prior evidence 
of brain dysfunction, such as the one reported. Was blood or 
urine screening performed to document that, in fact, alpra- 
zolam was the only drug consumed before the reported ep- 
isode? Our own experience with use of an acute intravenous 
bolus of alprazolam (up to 0.02 mg/kg) as a pharmacologic 
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probe (5) has so far elicited no aggressive outbursts, disori- 
entation, or other evidence of organicity in either depressed 
patients or healthy volunteers. 

Finally, as the field of psychopharmacology attempts to 
make optimal matches between specific medications and 
putative clinical and biochemical subtypes of psychiatric dis- 
orders, it is unfortunate to encounter cases published with 
impressionistic diagnostic labels such as “situational depres- 
sion’”’—diagnosis according to the MMPI rather than DSM- 
HI-R. Our clinical suspicion is that marital disputes settled 
with a baseball bat to the head (before alprazolam) tend to 
occur in the context of psychopathology beyond unipolar 
depression. In sum, while we do not want to minimize the 
real risks potentially associated with alprazolam treatment 
(1), in some patients its advantages (e.g., lack of anticholin- 
ergic effects and greater safety in overdose than with tricy- 
clics) remain compelling, Dr. French’s case notwithstanding. 
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MATTHEW V. RUDORFER, M.D. 
OSSAMA T. OSMAN, M.D. 
WILLIAM Z. POTTER, M.D., PH.D. 
Bethesda, Md, 


Dr. French Replies 


Sir: Dr. Rudorfer and associates correctly point out that 
the report would have been improved by substitution of 
“acute toxic reaction” for “side effect,” and they point out 
that further information would permit a higher level of cer- 
tainty about whether alprazolam was the major cause of this 
man’s life-threatening behavior. 

The 1989 edition of the Physicians’ Desk Reference states 
that benzodiazepines may cause irritability, agitation, mem- 
ory impairment, and rage. Although these toxic effects are 
not attributed to alprazolam specifically, alprazolam is a 
benzodiazepine. The subject of my report informed me that 
he had taken an overdose of all available alprazolam, and the 
police and other reports adequately confirm his irritability, 
agitation, and rage. He reported memory impairment. I 
agree, of course, that a higher level of certainty is always 
better, that there are points in the report which invite ques- 
tion, and that this one report does not constitute a general 
attack on the usefulness of alprazolam in many individuals 
for whom it is uniquely suitable. However, I am sufficiently 
comfortable with the inference of a causal relationship be- 
tween the reported overdose of alprazolam and this man’s 
dangerous behavior to find the case suitable for a single case 
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-, report, particularly in view of the fact that the acute toxic 
- effects of other benzodiazepines are precisely those seen here. 


I anr disappointed that Dr. Rudorfer and associates have 


=- not addressed a central issue in the matter: the possibility of 
‘the occurrence of such toxic effects as irritability and rage 


with alprazolam. It would have been helpful to learn in what 
circumstances these extremely dangerous toxic effects might 
redsonably be expected to occur. 

This ‘may have been a “false positive” report; one can 
always argue for more studies and for a higher level of cer- 
tainty. However, I am shaken by the level of tragedy this 
young man so narrowly missed (death, serious injury, exten- 
sive burns, and decades of imprisonment) and hope that oth- 
ers will be sensitive to the possibility that alprazolam, like 


. Other benzodiazepines, may be extremely hazardous in some 
' individuals. 


ALFRED P. FRENCH, M.D. 
Sacramento, Calif. 


Problems of the Inpatient Unit Director 


‘ Sir: I was greatly impressed by the article “The Academic 
Dilemma of the Inpatient Unit Director” by Ellen Leibenluft, 


, _ M.D., and associates (1). The authors concluded that ‘‘aca- 
: „demic inpatient psychiatry suffers from an inability to attract 


and retain talented clinician-researchers as directors of inpa- 
tient units . . . [because] the directorship . . . is relegated to the 


most junior member of the faculty, who is then overloaded with 


responsibilities that preclude academic productivity.” 

. Their very thoughtful discussion makes it abundantly clear 
that the authors are cognizant of the clinical expertise re- 
quired of the director of an inpatient unit. Such expertise 


‘requires a thorough understanding and working knowledge 


of group dynamics, developmental issues, and psychoana- 
lytic concepts such as transference. Referring to the work of 
Kernberg, Dr. Leibenluft and associates stated that the inpa- 
tient director becomes “the object of primitive, powerful pa- 
tient and staff transferences.” They also stated that perhaps 
not all academic psychiatrists should be full-time researchers. 

I am sure that most, if not all, full-time clinicians agree 
with this conclusion. The removal of psychoanalysts from 
many academic departments, facilitated by the elimination of 
“half-time” positions, has contributed to the exodus of a 


> . pool of faculty members with long clinical experience. In the 


past, a half-time unit director could maintain a private prac- 


' tice, undergo analytic training, and then continue with the 


unit’s directorship during his or her career as a psychoana- 
lyst, as 1 myself did for a long period of time (2). 

I view the article as indicative of the authors’ perception of 
the problem in academic psychiatry: the distance it has gone 
from an interest in psychology toward an interest in biology. 
The “‘biopsychosocial model” is, in reality, a euphemism for 
“We psychiatrists take care of the ‘biology’ and the other men- 
tal health professionals take care of the psychological and social 
issues.” Unfortunately, the leaders in academic psychiatry do 
not recognize that a graduating or recently graduated resident, 


with limited clinical experience, who becomes the leader of the 


“team” cannot lead such a team without adequate training in 


‘the workings of the mind. Academic psychiatry would do well 


to create a rapprochement with psychoanalysis to reinvigorate 
the clinical training of its residents. 


REFERENCES 


1. Leibenluft E, Summergrad P, Tasman A: The academic dilemma 
of the inpatient unit director. Am J Psychiatry 1989; 146:73—76 

2. Hoffman L (ed): The Evaluation and Care of Severely Disturbed 
Children and Their Families. New York, Spectrum, 1982 


LEON HOFFMAN, M.D. 
New York, N.Y. 


Dr. Leibenluft and Associates Reply 


_ Sir: We thank Dr. Hoffman for his thoughtful comments 
regarding the importance of clinical psychodynamic and psy- 
choanalytic training for the work of the inpatient director. Dr. 
Hoffman’s letter serves to highlight some of the other skills that 
the inpatient director needs to function successfully. 

While we would agree that inpatient directors need to be 
experts in a variety of psychodynamic concepts, they likewise 
require sophistication in other arenas, including neuropsy- 
chiatric evaluation, psychopharmacologic management, med- 
ical/psychiatric interactions, and an array of management 
tasks in this era of intense regulation of hospital expendi- 
tures. When one adds to that list the expectation of academic 
productivity, the task of the inpatient director, we believe, 
becomes formidable. l 

We do not disagree with Dr. Hoffman that inpatient di- 
rectors need clinical, including psychodynamic, expertise. 
We do think, however,. that it is critical that all areas of 
psychiatric practice and research undergo at least some de- 
gree of structured, formal evaluation and research. Such 
work has been done for many psychiatric practices, including 
psychotherapy and psychoanalysis (1) and, to some degree, 
inpatient psychiatric services (2). Given the money and time 
that are spent on inpatient psychiatric care, we think it is 
important to develop a cadre of senior clinician-investigators 
who can study the efficacy of such treatment. 
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ELLEN LEIBENLUFT, M.D. 
Bethesda, Md. 

PAUL SUMMERGRAD, M.D. 
Boston, Mass. 

ALLAN TASMAN, M.D. 
Farmington, Conn. 


Correction 


In the letter to the Editor “Refinement of the Diagnosis of 
Schizophreniform Disorder” from Patrick E. Ciccone, M.D. 
(April 1989 issue, pp. 561—562), the question in the first line of 
the last paragraph should begin “‘is it not reasonable... ?” 


M 


Reprints of letters to.the Editor are not available. 
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than 20% cost savings. 
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(Brief Summary of Prescribing Information appears on the next page.) 








Ensure the maximum 
benefits of Norpramin 


by specifying “Dispense 
As Written.” 


m A 25-year record of 
efficacy in relieving the 
symptoms of 
depression” 


= Less anticholinergic 
activity than 
amitriptyline or 
doxepin* 


m Usually no excessive 
daytime drowsiness 
(see Warnings)" 


Norpramin 


(desipramine 


hydrochloride tablets USP) 


*References supporting these statements 
available from MERRELL DOW 
PHARMACEUTICALS INC., Cincinnati, Ohio 
45242. 


tNorpramin does not usually inhibit normal 
activity, although patients should be cautioned 
against driving or operating machinery if 
drowsiness occurs (see Warnings, Precautions, 
and Adverse Reactions). 
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BRIEF SUMMARY 

CAUTION: Federal law prohibits dispensing without prescription. 

INACTIVE INGREDIENTS 

The following mactive ingredients are contained in all dosage strengths: acacia, calcium 

carbonate, corn starch, D&C Red No. 30 and D&C Yellow No. 10 (except 10 mg and 150 mg), 

FD&C Blue No. 1, FD&C Red No. 3, FD&C Yellow No. 6, hydrogenated soy oil, iron oxide, 

light mineral o:!, magnesium stearate, mannitol, polyethylene glycol 8000, pregelatinized 

com starch, sodium benzoate (except 150 mg), sucrose, talc, titanium dioxide, and other 
ingredients. 

CLINICAL PHARMACOLOGY 

Metabolism 

The rate of metabolism of tricyclic antidepressants varies widely from individual to 

individual, chiefly on a genetically determined basis. In general, the elderly metabolize 

tricyclic antidepressants more slowly than do younger adults. 

Certain drugs, particularly the psychostimulants and the phenothiazines, increase plasma 

levels of concomitantly administered tricyclic antidepressants through competition for the 

same metabolic enzyme systems. Other substances, particularly barbiturates and alcohol 
induce liver eazyme activity and thereby reduce tricyclic antidepressant plasma levels. 

Similar effects have been reported with tobacco smoke. 

Additional information on metabolism appears in Full Prescribing Information. 

CONTRAINDICATIONS 

Desipramine hydrochloride should not be given in conjunction with, or within 2 weeks of, 

treatment with an MAO inhibitor drug; hyperpyretic crises, severe convulsions, and death 

have occurred in patients taking MAO inhibitors and tricyclic antidepressants. When 

Norpramin (desipramine hydrochloride) is substituted for an MAO inhibitor, at least 2 weeks 

should elapse between treatments. Norpramin should then be started cautiously and should 

be increased gradually. 

The drug is cortraindicated in the acute recovery period following myocardial infarction. It 

should not be used in those who have shown prior hypersensitivity to the drug. Cross 

sensitivity between this and other dibenzazepines is a possibility. 

WARNINGS 
1. Extreme caution should be used when this drug is given in the following situations: 

a. In patients with cardiovascular disease, because of the possibility of conduction 
defects, arrhythmias, tachycardias, strokes, and acute myocardial infarction. 

b. In patients with a history of urinary retention or glaucoma, because of the 
anticholinergic properties of the drug. 

c. In patients with thyroid disease or those taking thyroid medication, because of the 
possibility of cardiovascular toxicity, including arrhythmias. 

d. In patients with a history of seizure disorder, because this drug has been shown to 
lower the seizure threshold. 

2. This drug is capable of blocking the antihypertensive effect of guanethidine and 
similarly acting compounds. 

USE IN PREGNANCY 

Safe use of desipramine hydrochloride during pregnancy and lactation has not been 

established; therefore, if it is to be given to pregnant patients, nursing mothers, or 

women of childbearing potential, the possible benefits must be weighed against the 
possible hazards to mother and child. Animal reproductive studies have been 
inconclusive. 

USE IN CHILDREN 

Norpramin (desipramine hydrochloride) is not recommended for use in children since 

safety anc effectiveness in the pediatric age group have not been established. (See 

ADVERSE REACTIONS, Cardiovascular.) 

The patiert should be cautioned that this drug may impair the mental and/or physical 

abilities required for the performance of potentially hazardous tasks such as driving a 

car or operating machinery. 

6. In patients who may use alcohol excessively, it should be bome in mind that the 
potentiation may increase the danger inherent in any suicide attempt or overdosage. 

PRECAUTIONS 
1. It is important that this drug be dispensed in the least possible quantities to depressed 

outpatients, since suicide has been accomplished with this class of drug. Ordinary 

prudence requires that children not have access to this drug or to potent drugs of any 
kind; if passible, this drug should be dispensed in containers with child-resistant 
safety closures. Storage of this drug in the home must be supervised responsibly. 

if —_ adverse effects occur, dosage should be reduced or treatment should 

be alter 

Norpramin (desipramine hydrochloride) therapy in patients with manic-depressive 

illness may induce a hypomanic state after the depressive phase terminates. 

The drug may cause exacerbation of psychosis in schizophrenic patients. 

. Close supervision and careful adjustment of dosage are required when this drug is 

given concomitantly with anticholinergic or sympathomimetic drugs. 

Patients should be warned that while taking this drug their response to alcoholic 

beverages may be exaggerated. 

Clinical experience in the: concurrent administration of ECT and antidepressant drugs is 

limited. Thus, if such treatment is essential, the possibility of increased risk relative 

to benefits should be considered. 

. If Norpramin (desipramine hydrochloride) is to be combined with other psychotropic 

agents such as tranquilizers or sedative/hypnotics, careful consideration should be 

given to the pharmacology of the agents employed since the sedative effects of 

Norpramin and benzodiazepines (e.g., chlordiazepoxide or diazepam) are additive. Both 

the sedative and anticholinergic effects of the major tranquilizers are also additive to 

those of Norpramin. 

Concurrent administration of cimetidine and tricyclic antidepressants can produce 

clinically significant increases in the plasma levels of the tricyclic antidepressants. 

Conversely, decreases in plasma levels of the tricyclic antidepressants have been 

reported apon discontinuation of cimetidine which may result in the loss of the 

therapeutic efficacy of the tricyclic antidepressant. 

. This drug should be discontinued as soon as possible prior to elective surgery because 
of the possible cardiovascular effects. Hypertensive episodes have been observed 
during surgery in patients taking desipramine hydrochloride. 

11. Both elevation and lowering of blood sugar levels have been reported. 

12. Leukocyte and differential counts should be performed in any patient who develops 
fever and sore throat during therapy; the drug should be discontinued if there is 
evidence of pathologic neutrophil depression. 

ADVERSE REACTIONS 

Note: Included in the following listing are a few adverse reactions that have not been 

reported with this specific drug. However, the pharmacologic similarities among the 

tricyclic antidepressant drugs require that each of the reactions be considered when 

Norpramin (desipramine hydrochloride) is given. 

Cardiovascular hypotension, hypertension, tachycardia, palpitation, arrhythmias, heart 

block, myocasdial infarction, stroke. There has been a report of an “acute collapse” and 
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“sudden death” in an eight-year old (18 kg) male, treated for two years for hyperactivity. 
(See WARNINGS, Use in Children.) 
Psychiatric: confusional states (especially in the elderly) with hallucinations, disorienta- 
tion, delusions; anxiety, restlessness, agitation; insomnia and nightmares; hypomania; 
exacerbation of psychosis. 
Neurologic: numbness, tingling, paresthesias of extremities; incoordination, ataxia, 
tremors; peripheral neuropathy; extrapyramidal symptoms; seizures; alteration in EEG 
patterns; tinnitus. 
Anticholinergic: dry mouth, and rarely associated sublingual adenitis; blurred vision, 
disturbance of accommodation, mydriasis, increased intraocular pressure; constipation, 
paralytic ileus; urinary retention, delayed micturition, dilatation of urinary tract. 
Allergic: skin rash, petechiae, urticaria, itching, photosensitization (avoid excessive 
exposure to sunlight), edema (of face and tongue or general), drug fever, cross sensitivity 
with other tricyclic drugs. 
Hematologic: bone marrow depressions including agranulocytosis, eosinophilia, purpura, 
thrombocytopenia. 
Gastrointestinal: anorexia, nausea and vomiting, epigastric distress, peculiar taste, 
abdominal cramps, diarrhea, stomatitis, black tongue. 
Endocrine: gynecomastia in the male, breast enlargement and galactorrhea in the female; 
increased or decreased libido, impotence, painful ejaculation, testicular swelling; 
elevation or depression of blood sugar levels; syndrome of inappropriate antidiuretic 
hormone secretion (SIADH). 
Other- jaundice (simulating obstructive), altered liver function; weight gain or loss; 
perspiration, flushing; urinary frequency, nocturia; parotid swelling; drowsiness, dizziness, 
weakness and fatigue, headache; alopecia. 
Withdrawal Symptoms: Though not indicative of addiction, abrupt cessation of treatment 
after prolonged therapy may produce nausea, headache, and malaise. 
OVERDOSAGE 
There is no specific antidote for desipramine, nor are there specific phenomena of 
diagnostic value characterizing poisoning by the drug. 
Within an hour of ingestion the patient may become agitated or stuporous and then 
comatose. Hypotension, shock, and renal shutdown may ensue. Grand mal seizures, both 
early and late after ingestion, have been reported. Hyperactive reflexes, hyperpyrexia, 
muscle rigidity, vomiting, and ECG evidence of impaired conduction may occur. Serious 
disturbances of cardiac rate, rhythm, and output can occur. The precepts of early evacuation 
of the ingested material and subsequent support of respiration (airway and movement), 
circulation, and renal output apply. 
The principles of management of coma and shock by means of the mechanical respirator, 
cardiac pacemaker, monitoring of central venous pressure, and regulation of fluid and acid- 
base balance are well known in most medical centers and are not further discussed here. 
Because CNS involvement, respiratory depression, and cardiac arrhythmia can occur 
suddenly, hospitalization and close observation are generally advisable, even when the 
amount ingested is thought to be small or the initial degree of intoxication appears slight or 
moderate. Most patients with ECG abnormalities should have continuous cardiac monitoring 
for at least 72 hours and be closely observed until well after cardiac status has retumed to 
normal; relapses may occur after apparent recovery. 
The slow intravenous administration of physostigmine salicylate has been reported to 
reverse most of the anticholinergic cardiovascular and CNS effects of overdose with 
tricyclic antidepressants. In adults, 1 to 3 mg has been reported to be effective. In children, 
the dose should be started with 0.5 mg and repeated at 5-minute intervals to determine the 
minimum effective dose; no more than 2 mg should be given. Because of the short duration 
of action of physostigmine, the effective dose should be repeated at 30-minute to 60- 
minute intervals, as necessary. Rapid injection should be avoided to reduce the possibility 
of physostigmine-induced convulsions. 
Other possible therapeutic considerations include: 
(a) Dialysis: Desipramine is found in low concentration in the serum, even after a 
massive oral dose. In vitro experiments in which blood bank blood was used indicate 
that it is very poorly dialyzed. Because of indications that the drug is secreted in 
gastric juice, constant gastric lavage has been suggested. 
(b) Pharmacologic treatment of shock: Since desipramine potentiates the action of 
such vasopressor agents as levarterenol and metaraminol, they should be used only 
with caution. 
(c) Pharmacologic control of seizures: Intravenous barbiturates are the treatment of 
choice for the contro! of grand mal seizures. One may, alternatively, consider the 
parenteral use of diphenylhydantoin, which has less central depressant effect but 
also has an effect on heart rhythm that Kas not yet been fully defined. 
(d) Pharmacologic control of cardiac function: Severe disturbances of cardiac rate, 
rhythm, and output are probably the initiating events in shock. Intravascular volume 
must be maintained by i.v. fluids. Digitalization should be carried out early in view 
of the fact that a positive inotropic effect can be achieved without increase in 
cardiac work. Many of the cardiodynamic effects of digitalis are the exact opposite 
of those of massive doses of desipramine (animal studies). 
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The following is a brief summary only. Before prescribing, see complete prescribing 
information in HALDOL and HALDOL Decanoate product labeling. 


Contraindications: Since the pharmacologic and clinical actions of HALDOL (haloperidol) 
Decanoate are attributed to HALDOL as the active medication, Contraindications, Warnings, and 
additional information are those of HALDOL. Some sections have been modified to reflect the 
prol action of HALDOL Decanoate. 

HALDOL is contraindicated in severe toxic central nervous system depression or comatose 

states from any cause and in individuals who are hypersensitive to this drug or have Parkinson's 
disease. 
Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irrevers- 
ible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially 
elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of 
antipsychotic treatment, which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 
developing tardive dyskinesia and the likelinood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of antiosychotic drugs 
administered to the patient increase. However, the syndrome can develop, although much less 
commonly, after relatively brief treatment periods at low doses. There is no known treatment for 
established cases of tardive dyskinesia, although the syndrome may remit, partially or completely, 
if antipsychotic treatment is withdrawn. Antips tic treatment, itself, however, may suppress (or 
partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the 
underlying process. The effect that symptomatic suppression has upon the -term course of 
the syndrome is unknown. Given these considerations, antipsychotic drugs should be prescribed 
in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for patients who suffer from a chronic illness 
that 1) is known to respond to antipsychotic drugs, and 2) for whom alternative, equally effective, 
but potentially less harmful treatments are not available or appropriate. In patients who do require 
chronic treatment, the smallest dose and the shortest duration of treatment producing a 
satisfactory clinical response should be sought. The need for continued treatment should be 
reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a patient on 
antipsychotics, “oly barsha should be considered. However, some patients may require 
treatment despite the presence of the syndrome. (For further information about tne description of 
tardive dyskinesia and its clinical detection, please refer to ADVERSE REACTIONS) 

Newoleiie Malignant Syndrome (NMS): A gochey fatal symptom complex sometimes 
referred to as Nauroleptic Malignant Syndrome (NMS) has been reported in association with 
antips tic drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). Additonal signs may 
include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. 
The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, 
it is important to identify cases where the clinical presentation includes both serious medical 
illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately treated extrapyra- 
midal signs and symptoms (EPS). Other important considerations in the differential diagnosis 
include central anticholinergic toxicity, heat stroke, a fever and primary centra! nervous system 
(CNS) peony: The management of NMS should include 1) immediate discontinuation of 
antipsychotic drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic 
treatment and medical monitoring, and 3) treatment of any concomitant serious medical problems 
for which specific treatments are available. There is no | agreement about specific 
pharmacological treatment regimens for uncomplicated NMS. If a patient requires antipsychotic 
drug treatment after recovery from NMS, the potential reintroduction of drug chai should be 
carefully considered. The patient should be carefully monitored, since recurrences of NMS have 
been reported. Hyperpyrexia and heat stroke, not associated with the above symptom complex, 
have also been reported with HALDOL. 

Usage in Pregnancy: (see PRECAUTIONS - Usage in Pregnancy) Combined Use With Lithium: 
(see PRECAUTIONS - Drug Interactions). 

General: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic drugs, 
including haloperidol. Prompt remedial therapy should be instituted if dehydration, hemoconcen- 
tration or reduced pulmonary ventilation occur, especially in the elderly. Decreased serum 
cholesterol and/or cutaneous and ocular changes have been reported witn chemically-related 
drugs, alt h not with haloperidol. See PRECAUTIONS - Information for Patients for information 
on mental and/or physical abilities and on concomitant use with other substances. 

Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders, due to 
the possibility of transient hypotension and/or precipitation sata hee pain (if a vasopressor is 
required, epinephrine should not be used since HA L may its vasopressor activity and 
paradoxical further lowering of blood pressure may occur; metaraminol, phenylephrine or 
norepinephrine should be used); (2) receiving anticonvulsant medications, with a history of 
seizures, or with EEG abnormalities, because HALDOL may lower the convulsive threshold. If 
indicated, adequate anticonvulsant therapy should be concomitantly maintained; (3) with known 
allergies or a history of allergic reactions to drugs; (4) receiving anticoagulants, since an isolated 
instance of interference occurred with the effects of one anticoagulant (phenindione). Concomi- 
tant antiparkinson medication, if required, may have to be continued after HALDOL is discontin- 
ued because of different excretion rates; if both are discontinued simultaneously, extrapyramidal 
symptoms may occur. Intraocular pressure may increase when anticholinergic nh including 
antiparkinson drugs, are administered concomitantly with HALDOL. When HALDOL is used for 
mania in bipolar disorders, there may be a rapid mood swing to depression. Severe neurotoxicity 
may occur in patients with thyrotoxicosis receiving antipsychotic medication, including HALDOL. 
he 1, 5, 10 mg HALDOL tablets contain w No. 5 (tartrazine) which may cause 
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allergic-type reactions (including bronchial asthma) in certain susceptible individuals, especially in 
those who have aspirin hypersensitivity. 

Information for Patients: Mental andir physical abilities required for hazardous tasks or driving 

be impáired. Alcohol should be avoided due to possible additive effects and hypotension. 
Interactions: Patients receiving lithium plus haloperidol should be monitored closely for 
early evidence of neurological toxicity and treatment discontinued promptly if such signs appear. 
As with other antipsychotic agents, it should be noted that HALDOL may be capable of 
potentiating CNS depressants such as anesthetics, opiates, and alcohol. 
Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic potential of haloperidol 
te was found in the Ames Salmonella microsomal activation assay. 

inogenicity studies using oral h were conducted in Wistar rats (dosed at up to 5 
mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months). 
in the rat study survival was less than optimal in all dose groups, reducing the number of rats at risk 
for developing tumors. However, although a relatively greater number of rats survived to the end of 
the study fn Kigh dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals. Therefore, although not optimal, this study does suggest the 
absence of a haloperidol related increase in the incidence of neoplasia in rats at doses up to 20 
times the usual daily human dose for chronic or resistant patients. In female mice at 5 and 20 times 
the highest initial daily dose for chronic or resistant patients, there was a statistically significant 
increase in mammary gland asia and total tumor incidence; at 20 times the same daily dose 
there was a Statistically significant increase in pituitary gland neoplasia. In male mice, no 
statistically significant differences in incidences of total tumors or specific tumor types were 
noted. 

Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administra- 
tion. Tissue culture experiments indicate that approximately one-third of human breast cancers 
are prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs is 
contemplated in a patient with a previously detected breast cancer. Although disturbances such 
as galactorrhea, amenorrhea, gynecomastia, and impotence have been reported, the clinical 
significance of elevated serum prolactin levels is unknown for most patients. An increase in 
mammary neoplasms has been found in rodents after chronic administration of antipsychotic 
drugs. Neither clinical studies nor epidemiologic studies conducted to date, however, have shown 
an association between chronic administration of these drugs and mammary tumorigenesis: the 
available evidence is considered too limited to be conclusive at this time. 

Usage in Pregnancy: Pregnancy Category C. Safe use in pregency or in women ey to 
one pregnant has not been established; use only if benefit clearly justifies potential hazards to 
the fetus. 

Nursing Mothers: Infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramuscular 
administration in children have not been conducted. 


Adverse Reactions: Adverse reactions following the administration of HALDOL (haloperidol) 
Decanoate are those of HALDOL. Since vast experience has accumulated with HALDOL, the 
adverse reactions are reported for that compound as well as for HALDOL Decanoate. As with all 
injectable medications, local tissue reactions have been reported with HALDOL Decanoate. 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reactions have been 
reported frequently, often carl the first few days of treatment. Generally they involved 
Parkinson-like symptoms which first observed were usually mild to moderately severe and 
usually reversible. types of neuromuscular reactions (motor restlessness, dystonia, akathi- 
sia, hyperreflexia, opisthotonos, oculogyric crises) have been reported far less pa she but 
were often more severe. Severe extrapyramidal reactions have been reported at relatively low 
doses. Generally, extrapyramidal symptoms are dose-related since occur at relatively high 
doses and disappear or become less severe when the dose is reduced. Antiparkinson drugs may 
be required. Persistent Sones reactions have been reported and the drug may have to be 
discontinued in such cases. Withdrawal Emergent Neurological Signs—Abrupt discontinuation of 
short-term antipsychotic therapy is generally uneventful. However, some patients on maintenance 
treatment experience transient dyskinetic signs after abrupt withdrawal. In certain cases these 
are indistinguishable from “Tardive Dyskinesia’ except for duration. It is unknown whether gradual 
withdrawal will reduce the occurrence of these signs, but until further evidence is available 
HALDOL should be gradually withdrawn. Tardive Dyskinesia—As with all antipsychotic agents 
HALDOL has been associated with persistent dyskinesias. Tardive dyskinesia, a syndrome 
consisting of potentially irreversible, involuntary, dyskinetic movements, may appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The risk 
appears to be greater in patients on high-dose especially females. The symptoms 
are persistent and in some patients appear irreversible. The syndrome is characterized by 
rhythmical involuntary movements of tongue, face, mouth or jaw (e.g., protrusion of tongue, 
putfing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities and the trunk. There is no known effective 
treatment for tardive dyskinesia; antiparkinsor agents usually do not alleviate the symptoms of 
this syndrome. It is suggested that all antipsychotic agents be discontinued if these symptoms 

. Should it be necessary to reinstitute treatment, or increase the of the agent, or 
switch to a different antipsychotic agent, this syndrome may be masked. It has reported that 
fine vermicular movement of the tongue may be an early sign of tardive dyskinesia and if the 
medication is stopped at that time the full syndrome may not develop. Tardive Dystonia—Tardive 
dystonia, not associated with the above syndrome, has also been reported. Tardive dystonia is 
characterized by delayed onset of choreic or dystonic movements, is often persistent, and has the 
potential of becoming irreversible. Other CNS Etfects—insomnia, restlessness, anxiety, euphoria, 
agitation, drowsiness, depression, lethargy, headache, confusion, vertigo, grand mal seizures, and 
exacerbation of psychotic symptoms including hallucinations, and catatonic-like behavioral states 
which may be responsive to drug withdrawal and/or treatment with anticholinergic drugs. 

Body as a Whole: Neuroleptic malignant (NMS), hyperpyrexia heat stroke have 
been reported with HALDOL. (See WARNINGS for further information concerning NMS.) Cardio- 
vascular Effects: heat pede: hypotension, hypertension and ECG changes. Hematologic Effects: 
Reports of mild, usually transient leukopenia and leukocytosis, minimal decreases in red blood cell 
counts, anemia, or a tendency toward lymphomonocytosis; agranulocytosis rarely reported and 
only in association with other medication. Liver Effects: Impaired liver function and/or jaundice. 
Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of photosensiti- 
vity, loss of hair. Endocrine Disorders: Lactation, breast engorgement, mastaigia, menstrual 
irregularities, y onsin impotence, increased libido, gl te a ag hypoglycemia and 
hyponatremia. astrointestinal s: Anorexia, constipation, diarrhea, hypersalivation, dyspep- 
sia, nausea and vomiting. Autonomic Reactions: Dry mouth, blurred vision, righ | retention, 
diaphoresis, and priapism. Respiratory Effects: Laryngospasm, bronchospasm increased 
depth of respiration. Special Senses: Cataracts, retinopathy and visual disturbances. r: Cases 
of sudden and unexpected death have been reported in association with the administration of 
HALDOL. The nature of the evidence makes it impossible to determine definitively what role, if any, 
HALDOL payaa in the outcome of the reported cases. The possibility that HALDOL caused death 
cannot, of course, be excluded, but it is to be kept in mind that sudden and unexpected death may 
occur in psychotic patients when they go untreated or when they are treated with other 
antipsychotic drugs. 

IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate is 

administered or prescribed. 

ral information on symptoms and treatment of overdosage, see full prescribing informa- 
on. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 

patients with moderately severe to very severe symptoms. 


7/20/88 


MCNEIL 
AD PHARMACEUTICAL 


McNEILAB INC Spring House PA 19477 


In Tourette Syndrome 


ORAP 


(pimozide) Tablets 
Helps Patients Be Themselve s 


e Excellent 
Symptom Control 


''Pimozide produced significantly more 
improvement of symptoms and less 
akinesic adverse effects than haloperidol 
.. . Improvement of 70% or more was 
reported by 74% of patients on pimozide 
compared with 45% on haloperidol 
(p <.02), and 84% rated pimozide better 
overall than haloperidol. 1 


Significantly Less 
Sedation than 


Haloperidol 


In a double-blind, placebo-controlled 
study, ‘‘'Pimozide was associated with 
lethargy or tiredness on significantly fewer 
days than haloperidol (o <.01), and this 
was reflected in greater immediate and 
long-term patient acceptance... 2 


Documented 
Clinical Experience 


Pimozide has been used in the treatment 
of Tourette Syndrome for over 10 years: 


Now Available from 
LEMMON 


For more information on ORAP call 
1-800-523-6542, extension 246: in 
Pennsylvania call collect, (215) 723-5544. 
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t ORAP is indicated for patients who have failed to respond satisfactorily to standard treatment LEMMON 


Please see following page for a brief summary of prescribing information. © LEMMON COMPANY, SELLERSVILLE, PA 18960 
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PRS 





fluoxetine hydrochloride 


‘a potent serotonin reuptake inhibitor.. 
represents a new class 
of antidepressants?” 





Effectively relieves depression’ 





Unlike the tricyclics, Prozac 
specifically inhibits serotonin 
uptake. Its minimal action on other 
neurotransmitters may explain its 
favorable side-effect profile. 





Fewer side effects to disrupt 
therapy 





Side effects are generally mild and 
manageable, and include nausea, 
anxiety/nervousness, insomnia, 
and drowsiness 








Avoid using MAO inhibitors 
concomitantly or in proximity 
to Prozac 





Rash and/or urticaria occurred in 
4% of clinical trial patients 





A wide margin of safety 





20-mg once-a-day therapy 





PROZAC... 
A specifically different 
antidepressant 


1. Cur Pris a Ate! 39:559-563. 
*As ae ‘fin ed by DSM- IIT. 


See adjacent page 
for brief summary of 
prescribing information. 
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Prozac? 

fluoxetine hydrochloride 

Brief Sammary: Consult the package literature for complete 
prescribing laformation. 

Indic ation: Prozac {s indicated for the treatment of depression. 
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f the combined administration of 

MAOIs and tricyclics, at least 1 force il rare aaa 
Y elder cpa 


long haltives of 


five half-ves ar ees ay tae 


n of fluonsting 
to flzoxetine 


rash. Clinical findings reported 
Ione edema, carpal tunnel syndrome, 

moror A sled adie hades E chants 

i or steroids, and al patents experiencing these events 


Wer reported to recover over compistaty. 

Two pafients are known to have devetoped a serious cutaneous systamie 
iness. in nether paBent was there an unequivocal . but ona was 
considered to have a leukocytoctestic vasculitis, and the other a severe 
desq syndrome that was considered variously to ba a vascuktis or 
erythema mu Several other pallents syn 

estive of serum sickness. 
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a, cited above, Kat no patam a raporwn i ie 
sustained lasting injury. Even though almost two thirds of thosa d 

Rumene without any consequence, the physic 
Prozac upon appearance of rash. 
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testing, 
Fis Who received Prorat In oyle OE ad Tals eek GTO: 
spectively ; nO Conduction abnormalites that resulted in heart Hack 
were observed. The mean heart rate was reduced by apprcxdmately three 


In subjects wth cirrhosis ofthe Ovec the clearances of fluoxetine and 
active metabolite, no ware decreased, thus increased vis oleae 
-uon hall-tives oF iiss clibstsicus. A lower ot tess tragua dose shouid be 
used in patients with cirrhosis. 
Since flumatine Is exten metabolized, excredon of unchanged drug in 
unng is a minor route of ie E aue eS 
with severe renal inpalrment have bean evaluated eug. Creat 
ballets arlene eee A 
i- H Ei A Di 
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information far Patents — Physicians are advised to discuss the following 
issues with patients for whom they prescribe Prozac: 
Because Prazac A impair 
n ma a that 
ery 
Patents E betel 


anos el physician fy Decoene progra 
Of Intend to become pregnant during 
Patients shouid be advised to notify thair p clan H they are breast feeding 


an infant. 
Patipniz shoud be advised to notify ther physician N they develop a rash or 


Laboratory Tests —Thase are no specific laboratory tests recommended. 

Drug ateractoos —As with all drugs, the a a 
variety of mechanisms (te, pharmacodynamic, i 
OF raat okt) E o OSATI Coe AITAKS al con 


a car oro 


kikae 
under Clinical ). 
receiving Prozac in combination with 
adverse reactions, . Testlessness, and gais- 
vointestinal distress. 


— See Warnings. 
Prozac® (fivoxetine iydrochtorkde, Dista) 
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— There have been greater fhan twofold increases of 

lavei of other antideores sants when Prozac has been 
administered in combination with these anil (see Accumulation and Siow 
Eimanation undar Clinical Ph 
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Ollowing arsays: bacterial mutation assay, repalr assay in 
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d aeh d e B Reproduction 
phe parlon ; ia rs doses band 1 es Ne 
human dose respective! have revealed no 
mai daly aman dosa (80 mg) respectively and haWwerer, no adequate 
E a women. Because animal re reproduction 
are Wear human response, this drug should be used 


needed, 
of Prozac on labor and delivery in humans is 
Nursing Mothers — — ft is not mown whether and, if £0, ee 
ple oll lateness A POTRES MANY bea 
excreted in human miik, caution should be exercised when Prozac sami: 
nate Olas 
Safety and etfecfiveneess in chidren have not been 


EnA. 
Elderly — Prozac has net evaluated in older 


io rue out 
age-related diffarerces chronic uss, particularity In eidarly patents who 
have concomitant aineasas or who are recatying recotving concomitant drugs, 
lower than 110 molt.) have b le gh T eae 
m Ban 
reversible whan Prozac was discondinuad. Althou Cases were Complex 


Adverse Reactions: C Observed ~The most commonty observed 
adverse events associated with the usa of Prozac and not seen at an equivalent 


causing AI OL inchaded: (5.3%), primarily nervousness, 


free) in Fro, pry ae mess à N ra nin case ed 


Percerkage oi Pe-centage of 
Pabents Aporting rae tere 

Body Syriam Prozac jii re Body Syra Prowao Ptacebe 

Adverse Ena’  (N=1,730) (Hm 799) Adwa Event (N~1730) HTA 

Mers Sody ss 2 Wiole 
Headache 703 15.5 Atea 44 18 
Sar OE Turss 149 85 yä 34 if 
xpornaia 138 7.4 Prin, 16 1.4 
Dawet 116 63 Fever 14 - 
Arcdaty 9.4 55 Pan, chest 13 1.1 
enor 79 24 Alergy 12 1.1 
Dumness 2 ee Mhara 12 16 
Sadatnd 13 9 ee 
Senezkon respeatory 

dvurbencea 1.7 20 itschoa 16 60 
Libido, 18 Fiestas 
decrerami ' ai sodoma 28 1.9 
Taams 18 is pee: ad 13 
eee is canesion 28 
= Headache, 

Dagesthrs sues 2.3 18 
Keres 21.1 10.1 Sinuslts 2.1 20 
Daerrhes 12.3 70 Cough 1.8 15 

den 95 ; j 7 
Cardrseculer 
normis a R Hot fushes 13 10 
jinnin 45 33 Pye 13 I4 
Pain, bimecuteskaiata 
abion a4 29 Pa, back 2.0 24 
Yomg 24 13 Pan, ont 12 1.1 
Tarte change E = Pain, muscle 12 10 
Rakit $ : 
Basros 1.0 ao ere 
pastel 19 1.4 
ne dystuacton 19 
acit 84 3.8 Frequent 
er y a Umay Fact 1% = 
Freriks E 12 a 
vision 
Coturbence 28 1.8 
* Events reported by E zst 1% of Prozac-tremted palets gre incised. 
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incidence in Controlled Clinica! Fiais —Yabie 1 enumerates adverse svente 
that occurred ata 


Other Events Observed During the of Prozac ~ 
rane Drills lh , mukia doses of Prozac ware admninéstered to 
approximately 6, Untoward events associated with this exposure 
were recorded by ch rs using descriptive of thelr 
own choosing. Cons . tis not possthie to provide a estimate 
of the ortlon of uats adverse events without first 
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-nieguen angina pectoris, arrhythmia, hemor- 

ee cise ostural hypotension, 
icyearda: ce” AV bck (eg), br bradycardia, Reis, banao branch 
, myocardial rombophtebitis, vascular 


—hnirequent acne, 


which heve no sausa) reladionship with the drug include the following 
vaginal after drug withdrawal, and throm 
Human —As of December 1987, there wero two 

deaths approd 38 reports of acute overdose with fluoxssne, 
ether alone ar in comb with otf drugs and/or aicohol One death 
I a combaned 4 a 1,800 mg of fuoxstine and 
an amou m of ftuoxetina 
mO Oe A T Ty TESO y, A ESCOTE ure) 


maprotihne were 4.57 
ireolvead froe drugs 
1.83 mg/L: norfu , 1.10 mg; codeine, 1.80 mg/L: lomazepam. 3.90 


"one pate uto pity tk 3,000 m of fluoxetine experienced 
two grand mal seizurss rented rportinecosly wthowt specie ana 
vulsant troatat (s63 actual ammount of drug 
absorbed may have been less due to 

Nausea and vomiting were prominent in Overdoses Involving higher fuox- 


etine dozes. Other prominent symptoms of overdose Inckaded agitation, rest- 
lessnass, hypomania, and other signs of CNS excitation. Except for the two 
Geatts noted above, zi other overdose cases recovered without residua. 

PY 2472 OF P 1111706 


Addtionii information trežee to the profession on request from 





Dista Products Company 
INSTA Division of EN Lilly and Company 
ae indianapolis, indiana 46285 


Prozac® (fhuoxetins hydrochtorkde, Dista) 










snlorpromazine in the treatment of porphyria, J.A.M.A. 162:174, 1956. Winkelman, N.W., Jr.: An appraisal of chlorpromazine; gen 
ation of chlorpromazine, based on experience with 1,090 patients, Am. J. Psychiatry 113: 961, 1957. Langsley, D.G., et al.: A co ee 
1d EST in treatment of acute schizophrenia and manic reactions, A.M.A. Arch. Neurol. & Psychiatr. 81:384, 1959. Olle orff, R.H.V. 
ne therapy in acute and chronic schizophrenia, Am. J. Psychiatry 116:729, 1960. Winkelman, N.W., Jr.: A long-term invest gatio 
idy of constant and inconstant chlorpromazine administration over a period of six years with a discussion of the evolution of our the 
Psychiatry 116:865, 1960. Remvig, J., et al.: Chlorprothixene (Truxal) compared to chlorpromazine, Psychopharmacologia (B orl 
J.J., et al.: Drug treatment of schizophrenic patients, a comparative evaluation of chlorpromazine, chlorprothixene, fluphenazine, re 
triflupromazine, Dis. Nerv. System 23:698, 1962. Hollister, L. E., otl al.: Comparison of intramuscular and oral administration of í 



















ine, Arch. Int. Pharmacodyn. 144:57 1528 ena iggy ap Naata q of thioridazine and chlorproma zine 
recently hospitalized and acutely distufoe $ y j O. SA2 W4. Mays, J.E., Jr.: Acute intermittent p: 
a. State Med. Assoc. 60:240-243, 1967 BE wis eos chic Moise on human sleep, Psychopharmac 






nc +h) yhre ols 





1969. Clark, M.L., et al.: Chlorpromazi al e response relationships, Psychopharmacı 



















































1970. Leider, M.: Clinical pharmacology lor z ; Mide au SA 26:84-86, 1971. Jovanovic, R., et al.: Ef 
1d fluphenazine on some schizgpbrenig tarms aibehavior SV Chiatry 120 24, 19 acon, C., et al.: Clinical and work 
ohenothiazine therapy of ScATZONmEMY Om A vegrri RE fluhe, ed po orpiýmazine and placebo, Acta. Psy 
73. Klerman, G.L.: Drug theran he enia. ren s fae A S P á tions, Drug Ther. 3:28-32, 1973. K 
| significance of plasma chlorpro S. 2. ma S s of j i : e and prolactin in patients rec HV 























Ca 3 ol between plasma concentration 
Gae J, et al.: Chlorpromazine in the blood of schizophrenics 
file and dynamics of individual EEG changes in patients \ 
graphic comparison, Zh. Nevropatol. Psikhiatr. 81:1192-1199, 
ts¥ J. Clin. Chem. Clin. Biochem. (Br.)19:653, (Abstract) 198 
effects and monoaminergic variables in schizophrenic patient 
ome, ct ae Chigggsomazine effects on stereotypic ani 
Ut | d, C., et al.: Clinical evaluation o 
7-30, 1984. Ishikazi, T., et al.: The € 


e treatment, Psychopharmaggig Beri 9:1010. 15 
slinical response, Community Psychopharmacol. 2:215-222 
3-280, 1978. Bochkarev, V.K., et al.: Electroencep 
a treated with aminazine (chlorpromazine): clinical | 
Chlorpromazine metabolism and its significance in 
lationships between drug concentrations in serum a 
*hlorpromazine, Acta. Psychia 
severely retarded patients: a 
> patients: a double-blind compa 











































































operidol and chlorpromazine) of N pnts, J. Clin. Psychopharmacol. 4:25 

al.: Is loxapine more PETIA A id W | Chiatry 141:1411-1413, 1984. Blaci 
agents: a clini L-I RO i officacy of generi lorpromazine, Ph 
tract) 1985. Le; eprass Me o Ne OONpitalized and trea 
trolled study hi cegha | ie 235. F3 T et al.” aotic bioavailability, 
slinical status: é pnreni toätiei 19:311- 6G. Hsu, L.K.G., el 
J. Clin. Psych : Meltz Yde ourde cs No Oa O C uos on negative 
i, J. Clin. Psychopharmacol. 6:329-338, 1986. Zerbi, F., et al.: Biologica aspects of depression Merapy, Minerva Psichiatr. 27:2% 


inciples for the rational use of psychoactive drugs i in general medicine, Ann. Med. 73:94-98, 1987. Hitri, A., et al.: Drug levels and a 
'euroleptic-treated schizophrenic patients, Clin. Neuropharmacol. 10:261-271, 1987. Kane. J.M.: Treatment of schizophrenia, Sei 
1987. Lehmann, H.E., et al.: Chlorpromazine: new inhibiting agent for psychomotor excitement and manic states. A.V.A. Arc 
‘22/7, 1954. Flaherty, J.A.: Effect of chlorpromazine medication on children with severe emotional disturbances. Del. Med. J. 27 18¢ 
orpromazine in conjunction with other psychiatric therapies: a clinical appraisal, Dis. Nerv. System 16:179, 1955. Goldman. D.: Trea 
with PAP OM AZINE Hi, a M.A. 157:1274, 1955. Kovitz, B., et al.: A comparison of chlorpromazine and reserpine in chronic psych 

& Psychiatr. 74:467, 1955. Hunt, B.R., et al.: Chlorpromazine in the treatment of severe emotional disorders in children, A.M.A. 

, 1956. Melby, JC. et NS Chlorpromazine in the treatment of porphyria, J.A.M.A. 162:174, 1956 Winkelman, N.W., Jr.: An appraise 
ral principles for administration of chlorpromazine, based on experience with 1,090 patients, Am. J. Psychiatry 113:961, 1957. Lang 
Ison_of chlorpromazine and EST in treatment of acute schizophrenia and manic reactions, A.M.A. Arch. OUT! & Ps Chiatr. 8 
































H.V : pNIC SC e N, n ain ‘729, KEN , N.W 
tio! hstant lorpr e ddmir ith a discussi 
nat U. Re ly e 1 to chlo 





ire 


nluatfon of chi 





See adjacent page for brief summary SKEF 


of prescribing information. Smith Kline GFrench Laboratories © SmithKline Beckman Corporation, 1989 
A SMITHKLINE BECKMAN COMPANY. 





Sse complete prescribing Information in SKAF Uterature or PDR. The following is a briet 
summary. 
Contraindioations: Comatose states or presence of large amounts of C.N.S. depressants. 


Wemings: The possibility of extrapyramidal reactions from chlorpromazine may confuse 
the diagnosis of Reye's syndrome or other encephalopathy. Therefore, avoid use in 
ohlidren or adcisacents with suspected Reye’s syndrome. 


May cause ardent che ERE dale hard EV E oTe oer ea 


carefully as recurrences of NMS have been reported. ‘Therazine’ ampus and vtals contain 
podium bisulfite and sodium sulfite; the suite may cause aflergio reactions, including anaphytactio 
symptoms. in patients with bone marrow depression or damonsrated hypersensitivity 
{e.g.. blood dyscrasias, jaundice) with phenothiazines, do not administer ‘Thorazine’ uniess the 
treatment benefits outwelgh the possible hazards. Caution patients about activities 
requiring alertness (8.9., operating vehicles or machinery) eepeoially during the first few days 

, Avoid ihypertensive effect of guan- 
ethidine and related compounds. Use in pregnancy only when essential. There are reported 
signs, hyperrefieeca or hyporegexia in newborns 
whose mothers had received chlorpromazine. Chlorpromazine is excreted in the breast miik of 
nureing mothers. 


Precautions: Advise patients and/or guardians of the risk of tardive dyskinesie from chronic ther- 

apy. Use cautiously in persone with liver or Chronic respiratory disease, or with 

acute respiratory infections. Patients with a history of hepatic encephalopathy due to cirrhosis 
increased 


organophosphorus 
tant C.N.S. depressants.) Anticonvulsant action of barbiturates is not intonalfied. 
drugs cause elevated prolactin levets that persist during chronic admirlstration. Since 


f positive phenyiketonuria test 
Deane OAN A at least 48 hours before myelogra- 
phy, do not resume for at least 24 hours postprocedure, and do not use to control N/V prior to 
tna AJ ele sah ab eles nd Evaluate patients with a history of long-term 

with ‘Thorazine’ and/or other neu 


Reye 
a on of toxdcity of a cancer agent Discontinue high-dose, long-term therapy 
gradually. Pafients with of long-term therapy with ‘Thorazine’ and/or other neuro 
shouid be evatuated for possible adjustment or discontinuance of crug therapy. 


Adveres Reactions: Drowsiness: cholestatic jaundice; agranulocytosis, eceinaphilia, leukope- 
nia, hemolytic anemia, aplastic anemia, thrombocytopenic purpura and pancytopenia; postural 
, tachycardia, fainting, dizziness and occasionally a shock-like conciticn; reversal of 


ica. pgprtnei es tel oben nasi 
Letra cepa 


NOTE: Sudden dsath in patients taking phenothlazines (apparently due to cardiac arrest or 
asphyxia due to failure of cough reflex) has been reported but no causal relationship has been 
established. 


How Supplied: Tablets: 10 mg., 25 mg. or 50 mg., in bottles of 100 and 1000; in Single Unit 

pores oe use onty). For use in severe neuropsychiatric cond 

tons, 100 mg. and 200 mg., in bottles of 100 and 1000; In Single Unk Packages of 100 finiended 

for institutional use only). 

Spansule® brand of sustained release capsules: 30 mg., mO: 160 mg. or 200 mg., In 

a in Single Unit Packages of 100 (intended for institutional use onty). For use 
severe neuropsychiatric conditions, 300 mg.. In bottles of 50; in Single Unit Packages of 100 

Sie wie EOE AN 

Ampuls: 1 mL. and 2 mL. (25 mg./mL.), In boxes of 10, 100 and 500. 

Multiple-diose Viale: 10 mL. (25 mg/mL), in boxes of 1, 20 and 100. 

Syrup: 10 mg/5 mL. in 4 f. oz. bottles. 


Suppositories: 25 mg. or 100 mg., in boxes of 12. 
Concentrate: aih dhs ii iake ia aa i i 
bottles, in cartons of 12. 


* phenytoin, Parke-Davis. 
tmetrizamide, Winthrop Pharmaceuticals. 


BRS-TZ:L.72 
A SMITHKLINE BECKMAN COMPANY 


I< PHILADELPHIA, PA 19101 


© SmithKline Beckman Corporation, 1988 


Smith Kline SFrench Laboratones 


AAN 


INDEX TO ADVERTISERS 
JULY 1989 


The publication of an advertisement in this journal does not 
imply endorsement of the product or service by the American 
Psychiatric Association. 


AUSTEN RIGGS CENTER .cccccccccccccccccesecececeseccesess A15 


CIBA-GEIGY PHARMACEUTICALS 
Treatment IND aier an AT A23 


PLOZAC .esscsceeseescsscessesessecssssssesssseeeseesersceeseeA36—A38 
DORSEY DIVISION/SANDOZ PHARMACEUTICALS 

WAC Bell ae E A A28 

Pamelor anaes taste EE AE I ENG, A17 
EMPLOYMENT OPPORTUNITIES ........... A22, A26, A45 
LEMMON COMPANY 

COPA OER N A E Nese O T AT A33-A34 
MARYLAND BANK sisi ceccmrecda ven NE R Al2 
MCNEIL PHARMACEUTICAL 

Haldol Decanoate .........eereessesssoeressasssceceraesee A31-A32 


. 
DESTET roer nosed cia hie ae hee casket eee eosounaeideees C4 
, 


Norprab D  ccaiitscsatein an iE Ea A29-A30 
OXFORD UNIVERSITY PRESS urainn A9 


PSYCHIATRIC DIAGNOSTIC LABORATORIES 
OF AMERICK a a ee ee A2 


ROCHE LABORATORIES 
Val osiossa a aaa AA SIA 


ROERIG DIV./PFIZER, INC. 


INAVANE oron rO a A6—A8 

SINCCWAN mareei eds claves Cocca essen eases sana A24—-A26 
SMITH, KLINE, FRENCH LABS š 

Sr ol ©. 7 06 | ae ea A ee ome CET A21—A22 

SP WOLAZING ous asconc eet ae a A39-A40 
SOMA TICS: ING. yesir a a er aaae ai A9 
THOMAS, CHARLES C., PUBLISHERS ......... ccc cece eee C3 
WYETH-AYERST LABORATORIES 

PAV AID eae cakes cus ctw cow eaea nose Naa C2—A1 

Ativan: Iijection IM siccss. sander encessaveanverecseassea A18—A20 


av 


THE AMERICAN JOURNAL OF PSYCHIATRY 


Information for Contributors 


GENERAL POLICIES 


The requirements stated below are in accordance with 
“Uniform Requirements for Manuscripts Submitted to Bio- 
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Prior Publication 


Manuscripts are accepted for consideration by the Amer- 
ican Journal of Psychiatry with the understanding that they 
represent original material, have not been published previ- 
ously, are not being considered for publication elsewhere, 
and have been approved by each author. Any form of pub- 
lication other than an abstract of no more than 400 words 
constitutes prior publication. This includes components of 
symposia, proceedings, transactions, books (or chapters), ar- 
ticles published by invitation, or reports of any kind, regard- 
less of differences in readership, as well as electronic data 
bases of public nature. Authors submitting manuscripts con- 
taining data or clinical observations already used in pub- 
lished papers or used in papers that are in press, submitted 
for publication, or to be submitted shortly should provide 
this information and copies of those papers to the Editor. An 
explanation of the differences between the papers should be 
included. 


Copyright Transfer and Submission Approval 


The Journal requires approval of manuscript submission 
by all authors in addition to transfer of copyright to the 
American Psychiatric Association so that the author(s) and 
the Association are protected from misuse of copyrighted 
material. A submission approval and copyright transfer form 
will be forwarded to authors along with a letter acknowl- 
edging receipt of their manuscript. Manuscripts will not re- 


` ceive a final decision until a completed form has been re- 


ceived in the editorial office. 

In addition, authors must obtain letters of permission from 
publishers for: use of extensive quotations (more than 500 
words). The Journal does not publish tables or figures that 
have been previously published or submitted elsewhere. 


Disclosure of Commercial Interests 


All forms of support, including drug company support, 
must be acknowledged in the author’s footnote (see “‘Ac- 
knowledgments”’ under the Title Page section). Also, authors 
must disclose in their cover letter any commercial or financial 
involvements that might present an appearance of a conflict 
of interest in connection with the submitted article, including 
but not limited to institutional or corporate affiliations not 
already specified in the author’s footnote, paid consultancies, 
stock ownership or other equity interests, and patent own- 


ership. At the Editor’s discretion, this information may be 
shared with reviewers. Such involvements will not be 
grounds for automatic rejection of the manuscript. Should 
the article be accepted for publication, the Editor and the 
authors will consult on whether, and to what extent, this 
information should be included in the published article. 


Patient Anonymity 


Ethical as well as legal considerations require careful at- 
tention to the protection of a patient’s anonymity in case 
reports and elsewhere. Identifying information such as 
names, initials, hospital numbers, and dates must be avoided. 
In addition, authors should disguise identifying information 
when discussing the characteristics and personal history of 
patients. 


Informed Consent 


Manuscripts that report the results of experimental inves- 
tigation with human subjects must include a statement that 
informed consent was obtained after the procedure(s) had 
been fully explained. In the case of children, authors are 
asked to include information about whether the child’s as- 
sent was obtained. 


Review Process 


All papers are reviewed to determine the originality, va- 
lidity, and importance of content and conclusions, In addi- 
tion to the regular review process, peer review for statistical 
content may be required for some manuscripts. This will be 
determined by the Journal’s Statistical Editors. Authors will 
be sent reviewer comments that are judged to be useful to 
them. All reviewers remain anonymous. Once the Editor has 
made a final decision on a paper, the authors of that paper 
will be informed. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and four copies should be sub- 
mitted to John C. Nemiah, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DC 20005. All 
correspondence will be sent to the first-named author unless 
otherwise specified. Papers should be accompanied by a 
cover letter indicating that the paper is intended for publi- 
cation and specifying for which section of the Journal it is 
being submitted (i.e., Special Article, Regular Article, or 
Clinical and Research Report); papers will only be reviewed 
after such a statement has been received from the author. 

Authors will be notified of the receipt of their paper and 
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the number assigned to it. This number must be included in 
all further correspondence. It is imperative that the corre- 
sponding author of submitted papers notify the Journal of 
changes of address. Because of escalating postage costs, no 
manuscripts submitted to the Journal will be returned to 
authors except upon special request. Authors must make this 
request in their original submission letter and include a self- 
addressed, postage-paid envelope. 


Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single case 
reports will be peer reviewed. Reports of successfully treated 
patients must include data on the number of patients treated 
unsuccessfully by the same method, with an indication of the 
temporal order of the successes and failures. 


Annual Meeting Papers 


Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the meet- 
ing. All papers must be accompanied by a statement that they 
are in final form. These papers are subject to the same peer 
review as other papers and must conform to the require- 
ments for one of the types of articles specified in the next 
section. 


TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together im- 
portant information on a topic of general interest to psychi- 
atry. Authors who have ideas for such articles are advised to 
check with the Editorial Office to ensure that a similar work 
has not already been submitted. Special Articles may not 
exceed 7,500 words (no more than 25 double-spaced sages— 
including an abstract of no more than 100 words, tables, and 
figures) and may not include more than 100 references. 


Regular Articles 


Regular Articles are original communications of scientific 
excellence in psychiatric medicine and advances in clinical 
research. Regular Articles contain no more than 3,800 
words, including an abstract of no more than 100 words, 
_ references, tables, and figures. A table or figure that fills one- 
half of a vertical manuscript page equals 100 words of text; 
one that fills one-half of a horizontal page equals 150 words. 
Articles that exceed 3,800 words will be returned unre- 
viewed to the authors. 


Clinical and Research Reports 


Clinical and Research Reports may contain no more than 
one table and a maximum of 10 references; figures may not 
be used. Papers may contain a maximum of 1,300 words, 
including an abstract of no more than 40 words, references, 
and an optional table (estimate 15 words per reference, 100 
words for a double-spaced table that fills one-half of a ver- 
tical page, and 150 words for a double-spaced table that fills 
one-half of a horizontal page). These articles present 1) new 
research findings, 2) data from pilot studies, 3) worthwhile 
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replication studies, and 4) clinical studies involving a number 
of patients. Essays, program descriptions, literature reviews, 
and single case reports do not meet the criteria for this sec- 
tion. Submissions that exceed 1,300 words or contain figures 
will be returned to the author. 


Other Sections 


Letters to the Editor. Brief letters (maximum of 500 words 
and 5 references; no tables or figures) will be considered if 
they include the notation “for publication.” Letters critical 
of an article published in the Journal will automatically be 
sent to the authors for reply. Because of space limitations not 
all letters can be printed. The Journal will notify authors 
about the disposition of their letters but does not return 
those that are not published. A letter must be signed by all of 
its authors. All letters will be edited; edited letters will not be 
sent to authors for approval. Letters must be typed double- 
spaced throughout on 84X11 inch paper; three copies are 
required. Letters that do not meet these specifications will be 
returned for revision. Reprints are not available. Single case 
reports except for detailed longitudinal studies should be 
submitted as Letters to the Editor. Case reports submitted as 
Letters to the Editor will be peer reviewed. 

Book Forum. Books for review may be sent to the Book 
Forum Editor, Nancy C. Andreasen, M.D., Ph.D., University 
of lowa College of Medicine, 500 Newton Rd., Iowa City, IA 
52242. Book reviews are usually solicited by the Book Fo- 
rum Editor. Authors interested in reviewing a particular 
book should communicate directly with Dr. Andreasen. Re- 
prints of reviews are not available. 


TYPING AND ARRANGING THE PAPER 


All parts of the manuscript, including case reports, quota- 
tions, references, and tables, must be double-spaced through- 
out. Manuscripts must be typed in upper- and lowercase on 
one side only of 82X11 inch nonerasable bond paper. All 
four margins must be 1% inches. The manuscript should be 
arranged in the following order, with each item beginning a 
new page: 1) title page, 2) abstract, 3) text, 4) references, and 
5) tables and/or figures. All pages must be numbered. 
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Title Page 


Title. The title should be informative and as brief as pos- 
sible. Two-part titles should be avoided. 

By-line. Authors listed in the by-line should be limited to 
principal researchers and/or writers; collaborators may be 
acknowledged in a footnote. Authors’ first names are pre- 
ferred to initials. Degrees should be included after each au- 
thor’s name. 

Previous presentation. If the paper has been presented at a 
meeting, please give the name of the meeting, the place, and 
the date. 

Location of work and address for reprints. Provide the 
department, institution, city, and state where the work was 
done. Include a full address for the author who is to receive 
reprint requests. 

Acknowledgments. Grant support should be acknowl- 
edged in a separate paragraph and should include the full 
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name of the granting agency and grant number. The Journal 
does not allow acknowledgment of persons involved with the 
preparation or typing of manuscripts. Acknowledgment of 
individuals involved with the scientific content of the work 
should not exceed four typed lines. Drug company support 
of any kind must be acknowledged. 


Abstract 


The abstract is a single paragraph no longer than 100 
words for Special Articles and Regular Articles and no longer 
than 40 words for Clinical and Research Reports. 


Text 


Authors should use the active voice and first person; head- 
ings and subheadings should be inserted at reasonable inter- 
vals. Footnotes to text may not be used, and summaries are 
usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statis- 
tical tests that are not well known should be referenced. All 
significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, “The analysis of variance indicated that those who 
abstained from coffee had significantly higher course grades 
than those who did not abstain (F=4.32, df=3, 17, p< 
0.05). Reviewers will evaluate the appropriateness of the 
analyses. 

Abbreviations. Spell out all abbreviations (other than 


those for units of measure) the first time they are used. Id- 


iosyncratic abbreviations should not be used. 

Drugs. Generic rather than trade names of drugs should be 
used. Trade or manufacturers’ names are used only if the 
drug or equipment is experimental or unavailable in this 
country or if such information is crucial to the evaluation of 
the results or replication of the study. 
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ance in text; the text citation is followed by the appropriate 
reference number in parentheses. Do not arrange the list alpha- 
betically. References in tables and figures are numbered as 
though the tables and figures were part of the text. 

References should be restricted to closely pertinent mate- 
rial. Accuracy of citation is the author’s responsibility. Refer- 
ences should conform exactly to the original spelling, ac- 
cents, punctuation, etc. Authors should be sure that ail 
references listed have been cited in text. 

Personal communications, unpublished manuscripts, manu- 
scripts submitted but not yet accepted, and similar unpublished 
items should not appear in the reference list. Such citations may 
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mission to refer to another individual’s unpublished observa- 
tions. Manuscripts that are actually “in press” may be cited as 
such in the reference list; the name of the journal or publisher 
and location must be included. 

Type references in the style shown below, double-spaced 
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authors past the third as “et al.” Abbreviations of journal 
names should conform to the style used in Index Medicus; 
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Lettering. Figure type should be sans serif and should bi 
large enough to remain legible after the figure is reduced 
most figures taking up the width of a vertical manuscrip 
page are reduced to a width of 19.5 picas (3% inches), anc 
those requiring a horizontal manuscript page are usually re 
duced to 40.5 picas (6% inches). When space on the hori 
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FIGURE 1. Mean CSF Somatostatin Levels.of Patients, With Alzhei- 
mer’s Disease, Older Depressed Patients, and Age-Matched Control 
Subjects 
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“Significant difference between men and women (t=1.81, df=10, 
p<0.05) and between the total Alzheimer’s disease group and the 
total control group (t=2.49, df=25, p<0.01). 

. Significant difference between the total depressed group and the 

total control group (t=2.75, df=33, p<0.005). 


zontal axis is insufficient, headings may be placed diagonally 
on the axis. Main headings should consist of upper-case let- 
ters only, subheadings of upper- and lower-case, and other 
type (e.g., keys, flow chart segments) of lower-case with only 
an initial upper-case letter. All parenthetical material should 
bé lower-case. Do not use idiosyncratic abbreviations. 

Other. The following are additional specific requirements. 
Please refer to the example given above. 

1. Do not use solid black shading; rather, include outlined 
white among shadings. 

2. The heading for the vertical axis of a graph should run 
vertically along the axis, not horizontally at the top or bot- 
tom. Headings for the horizontal axis should appear below 
that axis, not at the top of the graph. 

3. Error bars should not be used. : 

4. Do not extend the vertical or horizontal axis, of a graph 
beyond the point needed for the data shown. 

- 5, The vertical axis should generally begin at zero; to save 
space, a double slash may take the place of an unused por- 
tion of the vertical axis. — 
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6. In a graph comparing different groups of subjects, the 
number of subjects in each group should appear with the 
name of the group—in the key, in the headings below the 
horizontal axis, or in the title. 

7. To save space, related figures that have the same vertical 
or horizontal axis should be combined. Headings identifying 
the segments of the combined figure should appear in the 
upper lefthand corners of the individual segments (in lower- 
case type with an initial upper-case letter). 

8. The key should appear within or above the figure but 
should not be wider than the figure itself; Avoid placing 
other type (e.g., number of subjects, statistical values) within 
the axes of a graph. 

9. Footnotes (including p values) should be cited with su- 
perscript letters in the title or body of the figure and should 
be listed in the order in which they are cited in the figure. 


PROCESSING OF ACCEPTED MANUSCRIPTS 


Manuscripts are accepted with the understanding that the 
Editor and the editorial staff have the right to make revisions 
aimed at greater conciseness, clarity, and conformity with ` 
Journal style. Accepted papers will be edited and sent to the 
first-named (or corresponding) author for corrections and 
answers to editorial queries. No proofs are sent to authors. 
Authors who will be away from their offices for a long period 
or who change address after notification of acceptance 
should inform the Journal staff. 


PERMISSION TO REPRINT 


Written permission to reprint material published in the 
Journal must be secured from the APA Periodicals Services 
Division, 1400 K Street, N.W., Washington, DC 20005; tele- 
phone: (202)682-6156. There is usually a charge for such 
permission, except for nonprofit classroom or library reserve 
use by instructors and educational institutions or for authors 
who wish to reprint their own material. Requests will be 
facilitated if accompanied by written permission from the 
author of the material. 


REPRINTS 


No reprints are furnished gratis. An order form for re- 
prints will be sent to the corresponding author before pub- 
lication of the paper. The printer usually mails reprints ap- 
proximately 6 weeks after the article has been published. 
Reprints of items in the Book Forum and Letters to the Ed- 
itor sections are not available. 
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CHILD AND ADOLESCENT 
PSYCHIATRIST 


Part-time position available to work approxi- 
mately 20 hours per week for a progressive Com- 
munity Mental Health Center in Camp Hill, 
PA. In addition to the inpatient case load, a 
private practice is encouraged. An excellent sup- 
port staff is available. Responsibilities include 
evaluations, outpatient B consults and 
inservice training. Applicants should be PA li- 


censed or eligible. Excellent salary and pro-rated 
benefits. 


Our mental health center is part of Holy 
Spirit Hospital and is located in beautiful South 
Central PA, Camp Hill is situated in an attractive 
tree-lined commercial complex just across the river 
from the state capitol. The area offers many local 
attractions for varied interests (Hershey Park, 
skiing, golfing, historical attractions, and the Har- 
risburg Symphony and theatre entertainment). 


Qualified applicants may send a resume to 
Holy Spirit Hospital 
N. 21st Street 
Camp Hill, PA 17011 
ATTN: Mr. C. Rustici 


Chairman 
Department of Psychiatry and 
Behavioral Sciences 
Baylor College of Medicine 
Chief of Psychiatry 
The Methodist Hospital 


Baylor College of Medicine and The Methodist 
Hospital, Houston, are seeking an individual 
for the joint appointment as the departmental 
Chairman and Chief of Psychiatry Service. 
Candidates must be Diplomates of the Ameri- 
can Board of Psychiatry 'ʻand Neurology, pos- 


sess the academic credentials for arpan 


ment or promotion to Professor of Psychiatry 
and Behavioral Sciences, and have the ability 
to develop superior programs in basic and 
clinical research, education, and clinical ser- 
vice in psychiatry. Applicants should submit a 
curriculum vitae to: 


Dan B. Jones, M.D., Chairman, 

Search Committee for 
Chairman/Chief of Psychiatry 

Cullan Eye Institute 

6501 Fannin, NC 200 

Houston, Texas 77030 


Baylor College of Madicing and The Mathodist Hospital are 
Affirmative Actton/Equal Opportunity Empioyers. 
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ASSISTANT DIRECTOR OF 
CLINICAL STUDIES, 
CENTRAL NERVOUS SYSTEM 


Bristol-Myers U.S. Pharmaceutical and Nutritional Group, 
headquartered in southern Indiana, has a key challenge 
In its fAedical Department. You wili manage and monitor 
a number of projects simultaneously, participate In pro- 
tocol development, and monitor various clinical studies. 
Involves maintaining a strong Interface with the academic 
community. 


The position requires an individual witha PharmDorPhD 
In Pharmacology/Psychology or an equivalent biological 
science, and a minimum of two years of industry 
expe‘ience (preferably in neuropharmacology 
research/clinica! studies). 


Bristol-Myers offers a competitive salary, excellent fringe 
benef ts, liberal relocation and an environment 
with outstanding opportunities for career growth. Send - 
your resume and a indicating why your background 
and experience are a match forthe position to: Manager, 
Professional Employment, Dept.6K65, BRISTOL- 
MYERS U.S. PHARMACEUTICAL AND NUTRITIONAL 
GROUP, 2400 W. Lioyd Expressway, Evansville, IN 
47721. An equal opportunity employer m/finwW. 


A Bristol-Myers Company 
U.S. PHARMACEUTICAL AND 
NUTRITIONAL GROUP 


DIRECTOR 


Unique growth opportunity for ambitious candidates 
who want to see far-reaching results from their 


contributions. The Department of Psychiatry of UAMS is 
seeking a Director for its University Hospital Division. 
Position is key to realizing strategic goals and will lead — 
the department in developing new private services and 
capitalizing on the clinical services currently available. 


We encourage senior clinicians and aspiring junior 
clinicans with strong management and leadership skills, 
proven teaching expertise, and a background in service 
systems to consider this opportunity. It should be 
particularly attractive to private sector practitioners who 
want to return to a stimulating academic setting. | 


Compensation is very competitive. In addition, we are 
located in a low cost-of-living, high quality-of-life area 
with an attractive blend of urban amenities and rural 


For further information, please call or write, in strict 
confidence, to: 
G. Richard Smith, M.D., Vice Chairman for Research 
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Desyrel Dividose 150mg and 300 mg tablets 


e More convenient. n 


e Fasy to titrate — each tablet contains 4 dosàge 
strengths in one convenient tablet. 





e More economical than other forms of Desyrel. 


Des i DIVIDOSE” E 


(tr azodone HC! ) 150 mg and 300 mg tablets 
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